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Announcing the American Diabetes Association's 62nd scientific sessions. 
Diabetes, 51, 6, NA(68) 
June , 
2002 

PUBLICATION FORMAT: Magazine /Journal; Refereed ISSN: 0012-1797 
LANGUAGE: English RECORD TYPE: Fulltext TARGET AUDIENCE: Professional 
WORD COUNT: 15380 LINE COUNT: 03398 
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Familial expansile osteolysis (excessive RANK effect) in a 5-generation 
American kindred. 

Whyte, Michael P.; Reinus, William R. ; Podgornik, Michelle N. ; Mills, 
Barbara G. 

Medicine, 81, 2, 101(21) 

March, 

2002 

PUBLICATION FORMAT: Magazine/ Journal; Refereed ISSN: 0025-7 974 
LANGUAGE: English RECORD TYPE: Fulltext TARGET AUDIENCE: Professional 
WORD COUNT: 14115 LINE COUNT: 01149 
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Interaction of hemostatic genetics with hormone therapy *; new insights to 

explain arterial thrombosis in postmenopausal women. 
Braunstein, Joel B. ; Kershner, Dawn Warner; Bray, Paul; Gerstenblith, Gary; 
Schulman, Steven P.; Post, Wendy S.; Bluraenthal, Roger S. 
Chest, 121, 3, 906(15) 
March, 
2002 

PUBLICATION FORMAT: Magazine/ Journal; Refereed ISSN: 0012-3692 
LANGUAGE: English RECORD TYPE: Fulltext TARGET AUDIENCE: Professional 
WORD COUNT: 11642 LINE COUNT: 01053 
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Periodontal disease. (ABC of Oral Health) 

Coventry, John; Griffiths, Gareth; Scully, Crispian; Tonetti, Maurizio 
British Medical Journal, 321, 7252, 36 
July 1, 
2000 

PUBLICATION FORMAT: Magazine/ Journal; Refereed ISSN: 0959-8146 
LANGUAGE: English RECORD TYPE: Fulltext; Abstract TARGET AUDIENCE: 

Professional 
WORD COUNT: 2257 LINE COUNT: 00209 
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ABSTRACT: Periodontal disease is a disease of the gums. It is usually- 
caused by an accumulation of plaque on the teeth. The plaque irritates the 
gums, causing gingivitis. About 90% of the population has gingivitis to a 
certain degree, which manifests as bleeding during tooth brushing. Unless 
plaque is removed by tooth brushing and flossing, the condition will 
progress to periodontal disease. A pocket forms around teeth, and the 
erosion of bone will cause the tooth to fall out eventually. Proper dental 
hygiene is essential for preventing periodontal disease. 
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Genetic factors and osteoporotic fractures in elderly people. (Letter to the 
Editor) 

MacGregor, Alex J; Snieder, Harold; Spector, Tim D; Nemetz, Andrea; Pens, 
Amado Salvador; Kannus, Pekka; Kaprio, Jaakko; Koskenvuo, Markku; Palvanen, 
Mike; Parkkari, Jari 

British Medical Journal, 320, 7250, 1669 

June 17, 

2.000 

DOCUMENT TYPE: Letter to the Editor PUBLICATION FORMAT: Magazine/ Journal ; 
Refereed ISSN: 0959-8146 LANGUAGE: English RECORD TYPE: Fulltext 
TARGET AUDIENCE: Professional 
WORD COUNT: 1860 LINE COUNT: 00172 
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Endothelial Apoptosis (*) . 

Stefanec, Tihomir 

Chest, 117, 3, 841 

March, 

2000 

PUBLICATION FORMAT: Magazine/ Journal ; Refereed ISSN: 0012-3692 
LANGUAGE: English RECORD TYPE: Fulltext TARGET AUDIENCE: Professional 
WORD COUNT: 10929 LINE COUNT: 01023 
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Women and Tobacco: Oral Health Issues. 
Fried, Jacquelyn L. 

Journal of Dental Hygiene, 74, 1, 49 

Wntr, 

2000 

PUBLICATION FORMAT: Magazine/ Journal ; Refereed ISSN: 1043-254X 
LANGUAGE: English RECORD TYPE: Fulltext; Abstract TARGET AUDIENCE: 
Professional 
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WORD COUNT: 5578 LINE COUNT: 004 74 

AUTHOR ABSTRACT: As a female-dominated profession, dental hygiene has a 
heightened interest in women's health issues. An area of disease prevention 
and health promotion that merits gender specific interventions is tobacco 
use. Tobacco initiation, habituation, and cessation are different for men 
and women, and their effects on women's health also are more varied and 
unique.. This paper addresses trends in tobacco use by women, gender 
specific developmental and sociocultural considerations in initiation and 
habituation; the pregnant tobacco user and the developing fetus; 
*menopause"**, osteoporosis., heart disease, and tobacco use; the economic 
impact of pregnancy and tobacco use; and successful interventions with 
women who use tobacco,. Since women present for more dental office visits 
than males, female patients are more accessible to the dental hygienist's 
tobacco intervention message, and gender specific strategies may be most 
successful. Dental hygienists ' strong counseling and motivational 
abilities, along with their inherent interest in women's issues, can make 
prevention and cessation activities with female patients who use tobacco 
both challenging and rewarding. 

Key Words: Tobacco, pregnancy, tooth development, health promotion. 
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Gene Therapy in Orthopaedics. 

Evans, Christopher H.; Robbins, Paul D. 

Orthopaedic Nursing, 19, 1, 16 

Jan, 

2000 

PUBLICATION FORMAT: Magazine/ Journal; Refereed ISSN: 074 4-6020 
LANGUAGE: English RECORD TYPE: Fulltext; Abstract TARGET AUDIENCE: 

Professional 
WORD COUNT: 3647 LINE COUNT: 00316 

AUTHOR ABSTRACT: Genes are composed of deoxyribonucleic acid (DNA) , the 
hereditary material of all nucleated cells. One way in which genes function 
is to direct the synthesis of specific proteins. When a gene is transferred 
to and expressed within a cell, the recipient cell produces the protein 
encoded by the transferred gene. This process forms the basis for gene 
therapy, which can be defined as the transfer of genes to patients for 
therapeutic purposes. Both genetic and acquired disorders may be treated, 
or even cured, by gene therapy. Potential orthopaedic applications include 
the treatment of arthritis, tumors, osteoporosis, and genetic diseases such 
as osteogenesis imperfecta, as well as the enhancement of tissue repair and 
regeneration. Impressive preclinical progress has been made in several of 
these areas. A phase I clinical trial of gene therapy for rheumatoid 
arthritis has just been completed. Orthopaedic gene therapy should become a 
clinical reality during the next decade. 
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Influence of vitamin D deficiency and vitamin D receptor *polymorphisras"** 
on tuberculosis among Gujarati Asians in west London: a case-control 
study. (Statistical Data Included) 

Wilkinson, Robert J; Llewelyn, Martin; Toossi, Zahra; Patel, Punita; 

Pasvol, Geoffrey; Lalvani, Ajit; Wright, Dennis; Latif, Mohammed; Davidson, 

Robert N 

The Lancet, 355, 9204, 618 

Feb 19, 

2000 

DOCUMENT TYPE: Statistical Data Included PUBLICATION FORMAT: 
Magazine/ Journal; Refereed ISSN: 00 99-5355 LANGUAGE: English 
RECORD TYPE: Fulltext; Abstract TARGET AUDIENCE: Professional 
WORD COUNT: 4 08 9 LINE COUNT: 00391 

ABSTRACT: Vitamin D deficiency may contribute to the high occurrence of 
tuberculosis in a population of Gujarati Asians living in London. 
Susceptibility to disease from Mycobacterium tuberculosis infection is 
influenced by environmental and host genetic factors, and vitamin D 
metabolism restricts its growth. Of 126 untreated patients with 
tuberculosis and 116 unrelated people without symptoms but who had 
contacted and been sensitized to tuberculosis, active vitamin D metabolism 
was recorded in 103 patients and 42 contacts. The levels were low in all 
patients and significantly lower or completely undetectable in the patients 
who had tuberculosis. 
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Lichen sclerosus . (Seminar) (Statistical Data Included) 

Powell, J J; Wojnarowska, F 

The Lancet, 353, 9166, 1777 

May 22, 

1999 

DOCUMENT TYPE: Statistical Data Included PUBLICATION FORMAT: 
Magazine/Journal ISSN: 0099-5355 LANGUAGE: English RECORD TYPE: 

Fulltext; Abstract TARGET AUDIENCE: Professional 
WORD COUNT: 6271 LINE COUNT: 00515 

ABSTRACT: The authors discuss the epidemiology of lichen sclerosis, 
internationally accepted term for an inflammatory skin disease which is 
also known as leucoplakia or lichen albus. It is a long-lasting, localized 
inflammation which usually affects the anogenital area, and risk factors 
for contracting it are not known. Treatment is difficult. 
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Plasma levels of the soluble fraction of tumor necrosis factor receptor 2 

and insulin resistance. 
Fernandez-Real, Jose-Manuel; Broch, Montserrat; Ricart, Wifredo; 
Casamitjana, Roser; Gutierrez, Cristina; Vendrell, Joan; Richart, Cristobal 
Diabetes, v47, nil, pl757(6) 
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Nov, 
1998 

PUBLICATION FORMAT: Magazine/ Journal; Refereed ISSN: 0012-1797 
LANGUAGE: English RECORD TYPE: Fulltext TARGET AUDIENCE: Professional 
WORD COUNT: 5221 LINE COUNT: 004 73 
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Osteoarthritis, (review article) 

Creamer, Paul; Hochberg, Marc C. 

The Lancet, v350, n9076, p503(7) 

August 16, 

1997 

PUBLICATION FORMAT: Magazine/ Journal ; Refereed ISSN: 0099-5355 
LANGUAGE: English RECORD TYPE: Fulltext; Abstract TARGET AUDIENCE: 

Professional 
WORD COUNT: 6018 LINE COUNT: 00521 

ABSTRACT: Osteoarthritis is a common form of arthritis characterized by a 
softening and loss of joint cartilage and possibly bone. It causes joint 
pain, tenderness, limitation of movement and may also have an inflammatory 
component. The risk increases with age and it usually affects the hands, 
knees, feet and hips. Obesity, occupation and sports participation are also 
risk factors. Pain can be treated with acetaminophen or non-steroidal 
anti-inflammatory drugs. Topical creams and corticosteroid joint injections 
may also be helpful. Physical therapy and joint replacement are other 
options. 
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Age-related response to interferon alfa treatment in women vs men with 

chronic hepatitis C virus infection. 
Hayashi, Jun; Kishihara, Yasuhiro; Ueno, Kumiko; Yamaji, Kouzaburo; 
Kawakami, Yasunobu; Furusyo, Norihiro; Sawayama, Yasunori; Kashiwagi, 
Seizaburo 

Archives of Internal Medicine, vl58, n2, pl77(5) 

Jan 26, 

1998 

PUBLICATION FORMAT: Magazine/ Journal; Refereed ISSN: 0003-9926 
LANGUAGE: English RECORD TYPE: Fulltext; Abstract TARGET AUDIENCE: 

Professional 
WORD COUNT: 4008 LINE COUNT: 00381 

AUTHOR ABSTRACT: Background: Interferon alfa is used widely for patients 
with chronic hepatitis C virus (HCV) infection. Little is known, however, 
of the relationship between patients' sex and the effectiveness of 
interferon alfa treatment in these patients. Methods: We treated 311 
patients (199 men and 112 women) with human lymphoblastoid interferon (6 
million units subcutaneously every day for 2 weeks and 3 times a week for 
22 weeks) and observed them for an additional 6 months. Serum HCV RNA 



Searcher 



Shears 308-4994 



09/632657 



levels and genotype were tested by polymerase chain reaction before 
treatment. A liver biopsy was also done. For the purposes of this study, a 
complete response was defined as the elimination of HCV RNA for at least 6 
months after the termination of treatment. Results: The rate of complete 
response was 27.1% for men and 24.1% for women. With multiple logistic 
regression analysis, the HCV RNA level (P (is less than) .001), genotype (P 
(is less than) .001), patients' sex (P (is less than) .05), and the 
interaction between sex and age were associated with a complete response to 
interferon alfa. The rate of complete response was 33.3% in men aged 39 
years and younger, 25.0% in men aged 40 years and older, 75.0% in women 
aged 39 years and younger, and 15.6% in women aged 40 years and older. The 
odds ratio by group was 1.00, 0.72, 4.38, and 0.21, respectively. 
Conclusions: Our finding that women aged 39 years and younger are 
responsive to interferon alfa treatment suggests that hormonal activity, in 
particular the level of estrogen, may be associated with the sustained 
elimination of HCV. Arch Intern Med. 1998;158:177-181 
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Long-term effects of bisphosphonates on the growing skeleton: studies of 

young patients with severe osteoporosis. 
Brumsen, Caro; Hamdy, Neveen A. T.; Papapoulos, Socrates E. 
Medicine, v76, n4, p266(18) 
July, 
1997 

PUBLICATION FORMAT: Magazine/ Journal; Refereed ISSN: 0025-7974 
LANGUAGE: English RECORD TYPE: Fulltext TARGET AUDIENCE: Professional 
WORD COUNT: 9060 LINE COUNT: 00774 
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Cellular changes Involved in conversion of normal to malignant breast: 

importance of the stromal reaction. 
Ronnov-Jessen, Lone; Petersen, Ole W. ; Bissell, Mina J. 
Physiological Reviews, v76, nl, p69(57) 
Jan, 
1996 

PUBLICATION FORMAT: Magazine/ Journal ISSN: 0031-9333 LANGUAGE: English 
RECORD TYPE: Fulltext; Abstract TARGET AUDIENCE: Professional 
WORD COUNT: 48681 LINE COUNT: 03996 

ABSTRACT: Breast cancer is characterized by a disorganization of the 
breast cells and a proliferation of stromal tissue throughout the breast. 
In the normal breast, a duct is surrounded by luminal epithelial cells that 
form into myoepithelial cells, which are then surrounded by a basal 
membrane. Studies of malignant breasts have found evidence that the stem 
cell for cancer may come from the myoepithelial cells, so that the duct is 
eventually blocked. Three types of carcinomas have been identified. 
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01660977 SUPPLIER NUMBER: 18999122 (USE FORMAT 7 OR 9 FOR FULL TEXT) 

*Polymorphism"** of the beta (sub 3) -adrenergic receptor gene affects basal 

metabolic rate in obese Finns. 
Sipilainen, Raisa; Uusitupa, Matti; Heikkinen, Sami; Rissanen, Aila; 
Laakso, Markku 
Diabetes, v46, nl, p77(4) 
Jan, 
1997 

PUBLICATION FORMAT: Magazine/ Journal ISSN: 0012-1797 LANGUAGE: English 
RECORD TYPE: Fulltext TARGET AUDIENCE : Professional 
WORD COUNT: 3204 LINE COUNT: 00266 
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High frequency of BRCAl 185delAG *mutation"** in ovarian cancer in Israel. 
Modan, Baruch; Gak, Eva; Sade-Bruchira, Revital Bar; Hirsh-Yechezkel, Galit; 
Theodor, Livia; Lubin, Flora; Ben-Baruch, Gilad; Beller, Uzi; Fishman, 
Amiram; Dgani, Ram; Menczer, Joseph; Papa, Moshe; Friedman, Eitan 
JAMA, The Journal of the American Medical Association, v276, n22, pl823(3) 
Dec 11, 
1996 

PUBLICATION FORMAT: Magazine/ Journal ISSN: 0098-7484 LANGUAGE: English 
RECORD TYPE: Fulltext; Abstract TARGET AUDIENCE: Professional 
WORD COUNT: 2537 LINE COUNT: 00221 

ABSTRACT: The presence of the 185delAG *mutation"** in the BRCAl gene may 
increase a woman's risk of developing ovarian cancer. The BRCAl gene has 
been linked to breast and ovarian cancer. Researchers tested for the gene 
^mutation"** in 79 women with ovarian cancer, 62 women hospitalized for 
other reasons and 120 healthy volunteers. Almost 40% of the ovarian cancer 
patients with a family history had the ^mutation"** . Thirteen percent of 
the ovarian cancer patients with no family history also had the 
*mutation"** . Only one person among the other two groups had the 
*mutation"** . 

AUTHOR ABSTRACT: Objective. — To determine the role of BRCAl IBSdelAG 
*mutation"** in ovarian carcinogenesis. Design. — Genetic testing of a 
subset of cases from an ongoing study of ovarian cancer and of controls. 
Setting. — A community-abased case-control incidence study. 

Subjects. — Seventy-nine patients with ovarian cancer, 62 hospitalized women 
without cancer (controls), and 120 healthy women participating in a fragile 
X screening program (also controls) , examined for the presence of germline 
BRCA 1 185deIAG *mutation"** . Main Outcome Measures. — Polymerase chain 
reaction-amplified BRCAl exon 2 fragments generated from patients' and 
controls' blood samples, analyzed by heteroduplex gel shift assay and 
direct sequence analyses. Results . --The 185deIAG *mutation"** was detected 
in 38.9% (7/18) of ovarian cancer patients with familial history, and 13.1% 
(8/61) of family history-negative ovarian cancer cases. Only 1 carder was 
detected among the 120 healthy controls, and none in the hospital controls. 
A significant difference in ^mutation"** carrier rates between family 
history-negative cases and control groups of 120 and 62 subjects was 
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identified (Fisher exact test, P=.001 and P=-.O03, respectively). The 
median age ( (+or -)SE) at disease diagnosis was lower among both familial 
and family historynegative *mutation"** carriers, as compared with 
*mutation"**-negative, family historynegative cases — 50 ( (+or -)1.4) vs 
60.5 ( (+or -)3.5) years old, respectively (hazard ratio, 1.68; 95% 
confidence interval, 0.94-3.01). Conclusions.-.- Our data are preliminary 
but suggest that BRCA 1 185deIAG germline *mutation"** is frequent in 
Israeli ovarian cancer patients, irrespective of family history, and may 
confer an early-onset phenotype of ovarian cancer. JAMA. 
1996;276:1823-1825 
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Transcriptional control of osteoblast growth and differentiation. 
Stein, Gary S.; Lian, Jane B.; Stein, Janet L. ; Van Wijnen, Andre J.; 
Montecino, Martin 

Physiological Reviews, v7 6, n2, p5 93(37) 

April, 

1996 

PUBLICATION FORMAT: Magazine/ Journal ISSN: 0031-9333 LANGUAGE: English 
RECORD TYPE: Fulltext; Abstract TARGET AUDIENCE: Professional 
WORD COUNT: 33889 LINE COUNT: 02799 

ABSTEIACT: Osteoblasts undergo sequential stages of proliferation and 
mineralization in the process of development into bone. The proliferation 
stage is regulated by genes involve in initiating activation of mitosis, 
including c-fos, c-myc, c-jun, histones and cyclins. The development of the 
extracellular bone matrix is governed by genes encoding fibronectin, 
TGF-beta and type I collagen. The last stage, hydroxyapatite and 
collagenase deposition, is regulated by osteopontin and osteocalcin. 
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Florence Nightingale's fever. (Crimean fever) 
Young, D.A.B. 

British Medical Journal, v311, n7021, pl697(4) 

Dec 23, 

1995 

PUBLICATION FORMAT: Magazine/ Journal ISSN: 0959-8146 LANGUAGE: English 
RECORD TYPE: Fulltext; Abstract TARGET AUDIENCE: Professional 
WORD COUNT: 3259 LINE COUNT:- 00271 

ABSTRACT: Founder of modern nursing Florence Nightingale may have suffered 
from a bacterial infection she contracted during the Crimean War, which 
would explain her 25 years of convalescence. When no organic disease could 
be found, she was diagnosed with neurasthenia, which is associated with 
psychosomatic illness. Her symptoms included insomnia, anorexia, anemia, 
nervousness, and depression. Her doctors had recommended bed rest, and the 
nurse followed their advice. Nightingale may have been infected by brucella 
melitensis , which causes the disease brucellosis. Neurasthenia has been 



Searcher 



Shears 308-4994 



09/632657 



incorrectly diagnosed in cases of brucellosis. Nightingale's reputation has 
been tarnished by biographers who wrote rhat she was a malingerer who used 
her sickness for publicity. 
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Osteoarthritis: a continuing challenge. 
Sack, Kenneth E. 

The Western Journal of Medicine, vl63, n6, p579(8) 

Dec, 

1995 

PUBLICATION FORMAT: Magazine/ Journal ISSN: 0093-0415 LANGUAGE: English 
RECORD TYPE: Fulltext; Abstract TARGET AUDIENCE: Professional 
WORD COUNT: 7372 LINE COUNT: 00661 

AUTHOR ABSTRACT; Osteoarthritis is a disorder of cartilage that affects 
almost 85% of the population by age 75. A lack of rigorous clinical and 
radiographic criteria for defining the disorder makes precise determination 
of its prevalence impossible. The process of wear and tear explains many 
manifestations of osteoarthritis, but it does not account for some of the 
clinical findings or the biochemical changes in osteoarthritic cartilage. 
Thus, other factors such as heredity, hormones, and diet may play a role' 
Treatment consists of teaching patients about their disease, alleviating 
pain, and preserving joint function. Nonsteroidal anti-inflammatory drugs 
may be no more effective than simple analgesics in relieving the pain of 
this disorder. Moreover, some nonsteroidal anti-inflammatory drugs can 
adversely affect cartilage metabolism, and most are possibly dangerous in 
elderly patients. Drugs that inhibit the production or activity of 
chondrolytic enzymes can slow the degeneration of cartilage in some 
animals, but their effects on humans with osteoarthritis are unproved. The 
surgical repair of severely damaged joints can have gratifying results. 
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1995 

PUBLICATION FORMAT: Magazine/ Journal ISSN: 0029-666X LANGUAGE: English 
RECORD TYPE: Fulltext; Abstract TARGET AUDIENCE: Consumer 
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AUTHOR ABSTRACT: This review of current knowledge of the role of genetic 
variation and nutrition in the prevention and treatment of chronic diseases 
builds on Part 1, which appeared in the August issue of Nutrition Today. 
General dietary recommendations are appropriate in countries where the 
basic problem is one of undernutrition. However, in Western societies, 
where overnutrition and sedentary lifestyles predominate, universal dietary 
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recommendations for the prevention of chronic diseases are inappropriate. 
Rather, specific dietary recommendations targeted to the individual at risk 
based on family history and genetic predisposition are in order for both 
prevention and treatment of chronic diseases. 
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Breast cancer: cause and prevention. (Review Article) 

Hulka, Barbara S.; Stark, Azadeh T. 
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1995 
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ABSTRACT: The prevention of breast cancer is challenging current research 
efforts. Breast cancer is the most common cancer among women of the 
industrialized world. Some of the known causes include a family history of 
breast cancer, genetic and hormonal factors, dietary and nutritional 
aspects, lifestyle and environmental risks. Primary prevention aims to 
reduce identified breast cancer risks, such as limiting oral contraceptives 
and hormone replacement therapy. Tamoxifen, an anti-estrogen drug, seems to 
prevent cancer spread in some women and is currently undergoing testing. 
Pregnancy early in life may protect against breast cancer but fails to be a 
practical solution. Some lifestyle options are more feasible for the 
individual and include weight control, exercise, alcohol abstinence, 
vitamin A supplementation, and dietary fat reduction. Long-term nursing may 
not be an option for women in developed countries . 
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Overview of osteoporosis. 
Riggs, B. Lawrence 

The Western Journal of Medicine, vl54, nl, p63(15) 

Jan, 

1991 

PUBLICATION FORMAT: Magazine/ Journal ISSN: 0093-0415 LANGUAGE: English 
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ABSTRACT; Osteoporosis occurs when there is decrease in the bone mass to a 
level where the bone can no longer the body. About 1.5 million fractures 
caused by osteoporosis occur in the United States each year, usually 
involving the hip, spine, or forearm. One in three women over 65 will 
suffer fractures of the spine, and 15 percent of white women, who are at 
higher risk, ' will suffer a hip fracture. The costs of these injuries is 
several billion dollars per year, and hip fractures are fatal in 12 to 20 
percent of the cases. Fifty percent of the survivors never walk unaided 
again, and one in four must remain in a nursing home. This article reviews 
the process of bone formation and subsequent age-related loss, and the 
causes of osteoporosis. Osteoporosis in children and young adults is 
mentioned. A distinction is made between postmenopausal {type I) 
osteoporosis and osteoporosis caused by other factors, such as endocrine 
disorders (e.g., hyperthyroidism), gastrointestinal diseases (e.g., 
malabsorption diseases or anorexia) , bone marrow disorders, connective 
tissue diseases, and others. The symptoms are described and the diagnostic 
procedure is outlined, including X-ray images. Drug therapy with estrogen 
is described, as well as calcium, vitamin D and calcitonin supplementation, 
and the use of biphosphonates, anabolic steroids, and sodium fluoride. Diet 
and exercise are mentioned but not stressed. Prevention is the only 
effective approach, and calcium intake should be at least 1,000 mg per day, 
perhaps more. Cigarettes and alcohol, both bone toxins, should be 
eliminated. The authors state that estrogen replacement beginning at 
^menopause"** is the most effective preventive, although this is highly 
controversial because of the increase in breast cancer and other ill 
effects. (Consumer Summary produced by Reliance Medical Information, Inc.) 
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^Polymorphisms"** for *interleukin"**-*l"** beta (*il"**-*1"** beta 
)-511 promoter, *il"**-*1"** beta exon 5, and *il"**-*1"** receptor 
antagonist : Nonassociation with endometriosis 

HSIEH Yao-Yuan; CHANG Chi-Chen; TSAI Fuu-Jen; WU Jer-Yuarn; SHI Yi-Ru; 
TSAI Horng-Der; TSAI Chang-Hai 

Department of Obstetrics and Gynecology, China Medical College Hospital, 
Taichung, Taiwan; Department of Pediatrics and Medical Genetics, China 
Medical College Hospital, Taichung, Taiwan 

Journal: Journal of assisted reproduction and genetics, 2001, 18 (9) 
506-511 

: Language: English 

Purpose: We aimed to investigate if *interleukin"**-*l"** beta (*IL"**- 
*1"** beta ) and *xL"**-*l"** receptor antagonist (IL-lRa) gene 
*polymorphisra"** could be used as markers of susceptibility in 
endometriosis. Materials and Methods: Women were divided into two groups: 
1) endometriosis (n = 120); 2) nohendometriosis groups (n = 103). 
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*Polymorphisms"** for beta -511 promoter, *il"**-*1"** beta 

exon 5, and IL-lRa were detected by polymerase chain reaction. Genotypes 
and allelic frequencies for these *polymorphisins"** in both groups were 
compared. Results: Proportions of different IL- I and IL- iRa 
*polymorphisms"** in both . groups were nonsignif icantly different. 
Proportions of C homozygote/heterozygote/T homozygote for *il"**-*1"** beta 
-511 promoter in both groups were 1) 21.6/59.1/19.1% and 2) 
26.2/50.5/23.3%. Proportions of El homozygote/ heterozygote/E2 homozygote 
for *iL"**-*l"** beta exon 5 in both groups were 1) 91.6/5/3.3% and 2) 
95.15/4.85/0%. Allele 1/ II/IV/V for IL-lRa in both groups were 1) 
92.5/5.4/1.6/0.4% and 2) 95.1/3.9/1/0%. Conclusions: Association of 
endometriosis with beta 511 promoter, *il"**-*1"** beta exon 

5, and *iL"*vc_*]_n** receptor antagonist gene ^polymorphisms"** doesn't 
exist. These *polymorphisms"** are not useful markers for prediction of 
endometriosis susceptibility. 

Copyright (c) 2002 INIST-CNRS. All rights reserved. 
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*Allelic"** *v-ariation"** at the *interleukin"**-*l "** receptor 
antagonist gene is associated with early postmenopausal bone loss at the 
spine 

KEEN R W; WOODFORD-RICHENS K L; LANCHBURY J S; SPECTOR T D 

Twin & Genetic Epidemiology Research Unit, St. Thomas' Hospital, London, 
United Kingdom; Molecular Immunogenetics Unit, Thomas Guy House, UMDS, 
Guy's Hospital, London, United Kingdom 

Journal: Bone : (New York), 1998, 23 (4) 367-371 

Language: English 

Genetic factors play an important role in. determining bone mineral 
density (BMD) in later life, with the genetic influence mediated through 
effects on both peak mass and on age- and *menopause"**-related bone loss. 
At *menopause"** there is an increase in the production and activity of 
various cytokines and growth factors within the bone microenvironment. The 
activity of *interleukin"**-*l"** (IL-I), a powerful stimulant of 
osteoclastic bone resorption, is increased in estrogen-deficient states 
with increased production of *il"**-*1"** and inhibition of the *il"**- 
*!"** receptor antagonist (IL-lra). Treatment with IL-lra blocks the hone 
loss associated with ovariectomy in animals and the *il"**-*1"** receptor 
antagonist gene (*il"**-*1RN"** ) is therefore a potential candidate gene 
for the regulation of postmenopausal bone loss. We examined the 
relationship between annual rates of change in BMD over 5 years and an 86 
bp variable number tandem-repeat *polymorphism"** of the *il"**-*1RN"** 
gene in 108 early postmenopausal women. All women were within 5 years of a 
natural *menopause"** at the study's onset, healthy, and not on hormone 
replacement therapy or other medication known to affect bone metabolism. 
BMD was measured annually over the 5 year study period at the lumbar spine 
and femoral neck using dual-energy X-ray absorptiometry. Three alleles were 
identified (Al = 4 repeats, A2 = 2 repeats, A3 = 5 repeats), with five 
genotypes observed: AlAl (41.7%), A1A2 (45.4%), A2A2 (6.5% ), A1A3 (2.8%), 
and A2A3 (3.7% ). For analysis, alleles were collapsed into a biallelic 
system grouping the Al and A3 alleles. There was no significant 
relationship between the *il"**-*IRN"** genotypes and baseline bone mass at 
either the spine or hip. *x'L"**-*lRli"** genotype was significantly 
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associated with annual rates of change in spinal bone mass (p < 0.05), and 
this finding remained significant after adjustment for age, weight, and 
baseline BMD. Carriage of at least one copy of the A2 allele was associated 
with reduced bone loss at the spine (mean change in BMD +- SD: -0.81 +- 
1.46%/year) when compared with noncarriage of the A2 allele (mean change - 
1.38 +- 1.48%/year), p = 0.05. We therefore conclude that ^allelic"** 
*variation"** at the *il"**-*1RN"** locus is associated with differential 
rates of early postmenopausal bone loss at the spine. Further research will 
be required to clarify the mechanisms underlying these findings and to 
determine whether this association translates into a significant long-term 
effect on BMD and fracture in later life. 

Copyright (c) 1998 INIST-CNRS. All rights reserved. 
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Linkage of human tumor necrosis factor-alpha to human osteoporosis by 
sib-pair analysis 

Ota, N.; Hunt, S.C.; Nakajima, T,; Suzuki, T . ; Hosoi, T.; Orimo, H.; 

Shirai, Y. ; Emi, M. 
Department of Molecular Biology, Institute of Gerontology, Nippon Medical 
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DOCUMENT TYPE: Journal article LANGUAGE: ENGLISH 
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Osteoporosis as well as osteopenia are common human conditions 
considered to result from the interplay of multiple genetic and 
environmental factors. Twin and family studies have yielded strong 
correlation between measures of bone mass and a number of genetic factors. 
Certain genes (eg, cytokines such as *interleukin"**-*l"**, interleukin-6, 
or tumor necrosis factor-alpha) are capable of regulating metabolism, 
formation, and resorption of bone all processes that determine bone mass. 
We tested 192 sib-pairs of adult Japanese women from 136 families for 
genetic linkage between osteoporosis and osteopenia phenotypes and 
*allelic"** *variants"** at the tumor necrosis factor-alpha (TNFA) locus, 
using a dinucleotide-repeat ^polymorphism"** located near the gene. The 
TNFA locus showed evidence for linkage to osteoporosis, with mean allele 
sharing of 0.478 , (P = 0.30) in discordant pairs and 0.637 (P = 0.001) in 
concordant affected pairs. Linkage with osteopenia was also significant in 
concordant affected pairs (P = 0.017). Analyses limited to the post - 
*menopausal"** women in our cohort showed similar or even stronger Tinkage 
for both phenotypes. The results provide evidence that genetic variations 
within the TNFA locus or adjacent genes affect regulation of mineral 
metabolism in bone and some of them confer risk for osteoporosis in adult 
women. 
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TGF- beta 1 stimulates expression of the aromatase (CYP19) gene in human 

osteoblast-like cells and THP-1 cells 
Shozu, Makio; Zhao, Ying; Simpson, E.R. 

Prince Henry's Institute for Medical Research, Monash Medical Centre, PO 
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Recent evidence has shown that bone is not only a target of estrogen 
action but also a source of local estrogen production. Bone cells such as 
osteoblasts express aromatase (P45Garom) and the expression of P450arom in 
osteoblasts is positively regulated in a tissue specific fashion, as in the 
case of other tissues which express P450arom. To clarify the physiological 
factors regulating expression of P450arom in bone, we tested TGF- beta 1 
using osteoblast-like cells obtained from human fetuses as well as THP-1 
cells. TGF- beta 1 increased *il"**-*1"** beta +DEX- induced aromatase 
activity in osteoblast-like cells, while it inhibited activity in skin 
fibroblasts. Similar enhancement of aromatase activity by TGF- beta 1 was 
found in DEX-stimulated THP-1 cells and this cell line was used for further 
experiments. In THP-1 cells, TGF- beta 1 enhanced DEX-induced aromatase 
activity almost linearly by 12 h and thereafter. Increased levels of 
P4 50arom transcripts were also demonstrated by RT-PCR at 3 h of TGF- beta 1 
treatment and thereafter. Cyclohexamide abolished enhancement of activity 
but did not inhibit the accumulation of P4 50arom transcripts induced by 
TGF- beta 1. Increase in P450arom expression by TGF- beta 1 was 
attributable to expression driven by promoter 1.4. TGF- beta 1 did not 
change the half life of P450arom transcripts. To identify the cis-acting 
elements responsible for TGF- beta 1 action on aromatase expression, 
transient transfection assays were performed using a series of deletion 
constructs for promoter 1.4 (P450-I . 4/Luc) . Two constructs (-410/+14 
and-340/+14) that contain a functional glucocorticoid response element 
(GRE) and downstream sequence showed significant increase of luciferase 
activity in response to TGF- beta 1. Deletion and *mutation"** of the GRE 
in ,P450-1 . 4/Luc (-340/ + 14) abolished the TGF- beta 1. The luciferase 
activity of a (GRE) sub (1 ) -SV40/Luc construct was also stimulated by TGF- 
beta 1. These results indicate that TGF- beta 1 increases the expression of 
P450arom at the level of transcription through promoter 1.4, at least in 
part via an enhancement of transactivation activity of the GR in THP-1 
cells. TGF- beta 1 is suggested to be one of the physiological 
up-regulatory factors of bone aromatase. 
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Autoimmune Endocrine Disease (ARTICLE) 
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Autoimmune endocrine diseases are serious disorders that utilize immense 
health care resources and cause tremendous disability. They include type 1 
diabetes mellitus, thyroiditis. Graves disease, Addison disease, and 
polyglandular syndromes. Analysis of the basis of autoimmune diseases has 
been aided by the application of new knowledge in immunologic physiology. 
Recent investigations using these techniques have revealed complicated 
disorders that have varied pathogenesis and complex genetic 
predispositions. While the mainstay of treatment for these diverse diseases 
remains the replacement of hormones produced by the damaged endocrine 
organ, investigations into the pathogenesis of these disorders provide hope 
for the development of specific therapeutic measures to block their 
pathologic basis. JAMA. 1997;278:1931-1937 
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We describe studies on variation in the genes coding for factor VII 
(FVII) and plasminogen activator inhibitor-1 (PAI-1) that influence levels 
of these proteins in the blood. For FVII, we have identified agenetic 
*polymorphism"** that results in the substitution of arginine at residue 
353 to glutamine. The frequency of the glutamine allele is approximately 
0.1 in samples of individuals from the United Kingdom (n=777) and the 
United States (n=140) and in Af ro-Caribbeans (n=49), and is significantly 
higher in a sample of individuals from the Indian subcontinent (n=53) . In 
all samples, carriers of the glutamineallele had levels of FVII coagulant 
activity 20% to 25% lower than those with only the arginine allele. These 
differences were highly statistically significant in the United Kingdom 
sample. This effect was consistent in healthy men and women and in those 
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with coronary artery disease. In individuals homozygous for the glutamine 
allele, both FVII coagulant activity and antigen are low, and the mechanism 
of the association appears likely to be due to an effect on secretionf rom 
the liver or stability in the plasma. In individuals in the general 
population FVII coagulant activity is positively correlated with levels of 
plasma triglycerides, due to the effect of such lipoproteins on activation 
of FVII. This relationship appears weaker in individuals carrying the 
glutamine allele, and since elevated FVIIcoagulant antibody is associated 
with risk of thrombosis, this is an example of how environmental factors 
may interact with an individual's genotype to determine his or her 
thrombotic risk. Roughly 20% of the general population are carriers of the 
glutamine allele and are likely to be genetically protected from such risk. 
ForPAI-1, we have recently shown that variation at the PAI gene locus, 
detected as DNA *polymorphisms"**, is associated with between-individual 
differences in levels of PAI-1. We have now detected a common sequence 
change in the promoter region of the gene that explains partof this effect. 
The sequence change is at position 675, where a fifthguanine (5G allele) 
has been inserted into a run of four guanines (4Gallele) when compared with 
published sequences. In a sample of both 83 healthy individuals and 105 
young patients with coronary artery disease from Sweden, the frequency of 
the 4G allele is roughly 0.5, and those individuals homozygous for the 4G 
allele have higher levelsof PAI-1 than those with other genotypes (29% 
higher) . Preliminary data show that the 5G allele binds a hepatic nuclear 
protein that the4G allele does not, suggesting that the mechanism of the 
effect may be due to a direct effect of the sequence change on 
transcription of the PAI-1 gene. Expression of the PAI-1 gene is known to 
be modulatedby cytokines produced in the acute-phase response, and 
statistical analysis shows evidence for a strongly positive relationship 
between PAI-1 levels and markers of the acute phase in individuals with the 
genotype 4G/4G (correlation with fibrinogen, 0.33 in patients, 0.42 in 
healthy group) and a weaker or negative relationship in those withother 
genotypes (for the 5G/5G group, -0.35, and -0.18, respectively). These 
differences were statistically significiant in the healthy group, and 
represent a second situation where interactionbetween environmental factors 
and genetic variation may be important in determining an individual ' s 
levels of PAI-1 over time and thus risk of a thrombotic event due to 
reduced fibrinolytic potential. (Arch Pathol Lab Med. 1992; 116:) 
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Current concepts of cardiovascular disease pathophysiology include a 
prominent role for thrombosis as a key factor. Thrombosis is not onlythe 
usual precipitant to a clinical event, but it may also be involved in 
atherosclerotic plaque development throughout most of theadult years. 
However, our understanding of thrombotic risk factors, especially in the 



Searcher 



Shears 



308-4994 



09/632657 



elderly, is poor and research has just begun in this area. Fibrinogen has 
been clearly established as an independent risk factor in the middle aged, 
but there are conflicting data concerning older persons. Factor VII and 
plasminogen activator inhibitor-1 look promising as risk factors in the 
middle aged, but there are no data currently available concerning the 
status of these factors in the elderly. Many associations exist between the 
thrombotic risk factors and other cardiovascular risk factors such asplasma 
lipids and glucose intolerance, making the establishment of independence 
difficult, and little is known about how these differentf actors may 
interact in older individuals. Ongoing studies should provide many answers 
in the near future. (Arch Pathol Lab Med. 1992; 116:) 
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Glucan-Induced Keratoderma in Acquired Immunodeficiency Syndrome (STUDIES 
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ABSTRACT: Six of 20 patients with acquired immunodeficiency syndrome 
(AIDS) or AIDS-related complex receiving intravenous infusions of soluble 
glucan (beta-1-3 polyglucose) developed a keratoderma of the palms and 
soles. The eruption began during the first two weeks of therapy and 
resolved two to four weeks after its discontinuation. The eruption was 
different in appearance from our previously reported keratoderma 
blennorrhagica in AIDS-associated psoriasis. None of the other 735 patients 
with AIDS or AIDS-related complex not treated with soluble glucan developed 
a similar keratoderma. The correlation between receiving glucan and the 
hyperkeratosis is highly significant. Since glucan is a naturally occurring 
component of the cell walls of yeast, fungus, and some bacterial organisms, 
recognition of its ability to induce such a striking reaction pattern may 
be of general significance and interest, although the reaction itself may 
be limited to patients with AIDS. 
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Abstract 

Background: Cytokeratins are specific markers of epithelial cancer 
cells in bone marrow. We assessed the influence of cytokeratin-positive 
raicrometastases in the bone marrow on the prognosis of women with breast 
cancer. 

Methods: We obtained bone marrow aspirates from both upper *iliac"** 
crests of 552 patients with stage I, II, or III breast cancer who underwent 
complete resection of the tumor and 191 patients with nonmalignant disease. 
The specimens were stained with the monoclonal antibody A4 5-B/B3, which 
binds to an antigen on cytokeratins. The median follow-up was 38 months 

(range, 10 to 70). The primary end point was survival. 

Results: Cytokeratin-positive cells were detected in the bone marrow 
specimens of 2 of the 191 control patients with nonmalignant conditions (1 
percent) and 199 of the 552 patients with breast cancer (36 percent) . The 
presence of occult metastatic cells in bone marrow was unrelated to the 
presence or absence of lymph-node metastasis (P=0.13). After four years of 
follow-up, the presence of micrometastases in bone marrow was associated 
with the occurrence of clinically overt distant metastasis and death from 
cancer-related causes (P<0.001), but not with locoregional relapse 

{P=0.77). Of 199 patients with occult metastatic cells, 49 died of cancer, 
whereas of 353 patients without such cells, 22 died of cancer-related 
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causes (P<0 . 001) . Among the 301 women without lymph-node metastases, 14 of 
the 100 with bone marrow micrometastases died of cancer-related causes, as 
did 2 of the 201 without bone marrow micrometastases (P<0.001). The 
presence of occult metastatic cells in bone marrow, as compared with their 
absence, was an independent prognostic indicator of the risk of death from 
cancer (relative risk, 4.17; 95 percent confidence interval, 2.51 to 6.94; 
P<0.001), after adjustment for the use of systemic adjuvant chemotherapy. 

Conclusions: The presence of occult cytokeratin-positive metastatic 
cells in bone marrow increases the risk of relapse in patients with stage 
I, II, or III breast cancer. (N Engl J Med 2000;342:525-33.) 
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Bone Mineral Density in Women with Depression (Original Articles) 

Michelson, David; Stratakis, Constantine; Hill, Lauren; Reynolds, 

James; Galliven, Elise; Chrousos, George; Gold, Philip. 
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LINE COUNT: 00241 WORD COUNT: 03333 

Abstract 

Background: Depression is associated with alterations in behavior and 
neuroendocrine systems that are risk factors for decreased bone mineral 
density. This study was undertaken to determine whether women with past or 
current major depression have demonstrable decreases in bone density. 

Methods: We measured bone mineral density at the hip, spine, and 
radius in 24 women with past or current major depression and 24 normal 
women matched for age, body-mass index, ^menopausal"** status, and race, 
using dual-energy x-ray absorptiometry. We also evaluated Cortisol and 
growth hormone secretion, bone metabolism, and vitamin D-receptor alleles. 

Results: As compared with the normal women, the mean (+/-SD) bone 
density in the women with past or current depression was 6.5 percent lower 
at the spine (1.00+/-0.15 vs. 1.07+/-0.09 g per square centimeter, P = 
0.02), 13.6 percent lower at the femoral neck (0.76+/-0.11 vs. 0.88+/-0.11 
g per square centimeter, P<0.001), 13.6 percent lower at Ward's triangle 
(0.70+/-0.14 vs. O.B1+/-0.13 g per square centimeter, P<0.001), and 10.8 
percent lower at the trochanter (0.66+/-0.11 vs. 0.74+/-0.08 g per square 
centimeter, P<0.001). In addition, women with past or current depression 
had higher urinary Cortisol excretion (71+/-29 vs. 51+/-19 microg per day 
196+/-80 vs. 141+/-52 nmol per day], P = 0.006), lower serum osteocalcin 
concentrations (P = 0.04), and lower urinary excretion of deoxypyridinoline 
(P = 0.02) . 

Conclusions: Past or current depression in women is associated with 
decreased bone mineral density. (N Engl J Med 1996;335:1176-81.) 
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Abstract 

Background. Hyperhomocysteinemia arising from impaired methionine 
metabolism, probably usually due to a deficiency of cystathionine 
beta-synthase, is associated with premature cerebral, peripheral, and 
possibly coronary vascular disease. Both the strength of this association 
and its independence of other risk factors for cardiovascular disease are 
uncertain. We studied the extent to which the association could be 
explained by heterozygous cystathionine beta-synthase deficiency. 

Methods. We first established a diagnostic criterion for 
hyperhomocysteinemia by comparing peak serum levels of homocysteine after a 
standard methionine-loading test in 25 obligate heterozygotes with respect 
to cystathionine beta-synthase deficiency (whose children were known to be 
homozygous for homocystinuria due to this enzyme defect) with the levels in 
27 unrelated age- and sex-matched normal subjects. A level of 24.0 micromol 
per liter or more was 92 percent sensitive and 100 percent specific in 
distinguishing the two groups. The peak serum homocysteine levels in these 
normal subjects were then compared with those in 123 patients whose 
vascular disease had been diagnosed before they were 55 years of age. 

Results. Hyperhomocysteinemia was detected in 16 of 38 patients with 
cerebrovascular disease (42 percent), 7 of 25 with peripheral vascular 
disease (28 percent) , and 18 of 60 with coronary vascular disease (30 
percent), but in none of the 27 normal subjects. After adjustment for the 
effects of conventional risk factors, the lower 95 percent confidence limit 
for the odds ratio for vascular disease among the patients with 
hyperhomocysteinemia, as compared with the normal subjects, was 3.2. The 
geometric-mean peak serum homocysteine level was 1.33 times higher in the 
patients with vascular disease than in the normal subjects (P = 0.002). The 
presence of cystathionine beta-synthase deficiency was confirmed in 18 of 
23 patients with vascular disease who had hyperhomocysteinemia. 

Conclusions. Hyperhomocysteinemia is an independent risk factor for 
vascular disease, including coronary disease, and in most instances is 
probably due to cystathionine beta-synthase deficiency. (N Engl J Med 1991; 
324:1149-55.) 
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ABSTRACT: There is growing awareness that androgens and estrogens have 
general metabolic roles that are not directly involved in reproductive 
processes. These include actions on vascular function, lipid and 
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carbohydrate metabolism, as well as bone mineralization and epiphyseal 
closure in both sexes. In postmenopausal women, as in men, estrogen is no 
longer solely an endocrine factor but instead is produced in a number of 
extragonadal sites and acts locally at these sites in a paracrine and 
intracrine fashion. These sites include breast, bone, vasculature, and 
brain. Within these sites, aromatase action can generate high levels of 
estradiol locally without significantly affecting circulating levels. 
Circulating C19 steroid precursors are essential substrates for 
extragonadal estrogen synthesis. The levels of these androgenic precursors 
decline markedly with advancing age in women, possible from the mid-to-late 
reproductive years. This may be a fundamental reason why women are at 
increased risk for bone mineral loss and fracture, and possibly decline of 
cognitive function, compared with men. Aromatase expression in these 
various sites is under the control of tissue-specific promotors regulated 
by different cohorts of transcription factors. Thus in principle, it should 
be possible to develop selective aromatase modulators (SAMs) that block 
aromatase expression, for example, in breast, but allow unimpaired estrogen 
synthesis in other tissues such as bone. Reprinted by permission of the 
publisher. 
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Annual Review of Physiology v. 62 (2000) p. 413-37 
SPECIAL FEATURES: bibl il ISSN: 0066-4278 

LANGUAGE: English 
COUNTRY OF PUBLICATION: United States 
WORD COUNT: 1238 6 

ABSTRACT: The discovery of the adipose-derived hormone leptin has 
generated enormous interest in the interaction between peripheral signals 
and brain targets involved in the regulation of feeding and energy balance. 
Plasma leptin levels correlate with fat stores and respond to changes in 
energy balance. It was initially proposed that leptin serves a primary role 
as an anti-obesity hormone, but this role is commonly thwarted by leptin 
resistance. Leptin also serves as a mediator of the adaptation to fasting, 
and this role may be the primary function for which the molecule evolved. 
There is increasing evidence that leptin has systemic effects apart from 
those related to energy homeostasis, including regulation of neuroendocrine 
and immune function and a role in development. With permission, from the 
Annual Review of Physiology Volume 62, 2000, by Annual Reviews Inc. 
(http://www.annurev.org). 
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Indiana 4 6285, USA. 

Inflammation (UNITED STATES) Dec 1996, 20 (6) p581-97, ISSN 
0360-3997 Journal Code: GMO 

Document type: Journal Article 

Languages: ENGLISH 

The increased incidence of autoimmune disease in *premenopausal"** women 
suggests the involvement of sex steroids in the pathogenesis of these 
disease processes. The effects of estrogen on autoimmunity and inflammation 
may involve changes in the secretion of inflammatory mediators by 
mononuclear phagocytes. Estradiol, for example, has been reported to 
regulate TNF, IL-6, *iL">t*_*i"** and JE expression. In the present study 
the effects of the estrogen agonist, estriol, on cytokine expression have 
been investigated in mice administered a sublethal lipopolysaccharide, LPS, 
challenge. Pretreatment of mice with pharmacologic doses of estriol, 0.4-2 
mg/kg, resulted in a significant increase in serum TNF levels in both 
control and autoimmune MRL/lpr mice, following LPS challenge. This increase 
in TNF over the placebo group was blocked by the estrogen antagonist 
tamoxifen. Estriol treated mice also exhibited a rapid elevation in serum 
IL-6 levels following LPS challenge with the peak increase occurring 1 hr 
post LPS. This contrasted with the placebo group in which maximal serum 
IL-6 levels were detected at 3 hrs post challenge. This shift in the 
kinetics of IL-6 increase by estriol was inhibited by tamoxifen. The 
estriol mediated effects of TNF and IL-6 serum levels were consistent with 
the changes in TNF and IL-6 mRNA observed ex vivo in elicited peritoneal 
macrophages. Macrophage cultures from estriol treated animals however, did 
not demonstrate significant differences from the placebo group for TNF or 
NO secretion following in vitro LPS challenge. These results suggest that 
the estrogen agonist estriol can have significant quantitative, TNF, and 
kinetic, IL-6, effects on inflammatory monokines produced in response to an 
endotoxin challenge. 
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Bone turnover, remodeling, is a constant process replacing old bone 
with new. This complex cellular event involves resorption by osteoclasts 
and formation of new bone by osteoblasts. The balance between osteoblastic 
and osteoclastic activity is under regulation by several endocrine and 
paracrine factors. Osteoprotegerin (OPG) , a recently discovered protein is 
an effective inhibitor of osteoclast formation and osteoclast activity. In 
this thesis, the regulation of OPG mRNA expression and protein secretion 
from human bone cells has been investigated. Also correlation between a 
single nucleotide *polymorphism"** in the OPG gene and bone mass has been 
studied. OPG mRNA levels were affected by several endocrine and paracrine 
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factors known to regulate bone resorption, such as prostaglandin 
E<sub>2</sub>, TNFs, *interleuk;in"**-*l"** and glucocorticoid. An ELISA was 
developed and it was established that human osteoblasts secrete OPG protein 
and that the secretion is regulated by the above factors. A single 
nucleotide *polymorphism"** was discovered in the human OPG gene. There was 
no correlation between the ^polymorphism"** and measures of bone mineral 
density in a cohort of 1044 post-*menopausal"** females. Surprisingly, a 
correlation between the *polymorphism"** and measures of vascular function 
and morphology was discovered. The data in the thesis show that OPG is 
produced in human bone marrow and is regulated by factors affecting the 
bone remodeling process, suggesting a central role for OPG in human bone 
turnover. The finding that the ^polymorphism"** in the OPG gene correlates 
with vascular function opens up a new area of research aiming at 
understanding whether OPG might be involved also in cardiovascular 
diseases . 
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Department of Periodontology and Fixed Prosthodontics , University of 
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University College London, United Kingdom; Division of Molecular and 
Genetic Medicine, University of Sheffield, United Kingdom; Interleukin 
Genetics, San Antonio, Texas, United States 

Journal: Journal of periodontal research, 2000, 35 (2) 102-107 

Language: English 

Bleeding on probing (BOP) is the most significant clinical parameter for 
the assessment of periodontal inflammation. The aim of this prospective 
longitudinal trial was to study the association between allelic variants of 
the IL-I gene complex and gingival inflammation. Three hundred and 
twenty-three randomly selected periodontal maintenance patients (64.4% 
females) received a periodontal examination that included probing depth 
measurements and BOP at each of 4 supportive periodontal therapy (SPT) 
appointments. A blood sample taken from each subject was analysed for the 
presence of specific allotypes of the IL-1 gene complex. Two polymorphisms 
located at + 4845 bp in the IL-1 alpha region and at + 3954 bp in the IL-1 
beta region were evaluated by a polymerase chain reaction method; 35.3% of 
the examined subjects were positive for specific combinations of allotypes 
of the IL-1 gene complex previously associated with an increased risk for 
severe periodontitis. The population consisted of 90 current smokers and 94 
former smokers. An analysis of the association between the IL-1 genotype 
and BOP in the whole population (including smokers) did not reach 
statistical significance because of the overriding effect of smoking. A 
subset analysis of the 139 never smokers indicated that genotype positive 
patients had a significantly elevated chance of presenting an increase in 
the BOP% over a 4-appointraent recall period (p=0.03) after correcting for 
oral hygiene. In fact, patients who were genotype-negative had a 50% 
smaller chance of showing increases in BOP% during SPT. A further analysis 
explored the relationship between the genotype and the level of BOP% at the 
most recent recall visit. A generalized linear model showed a statistically 
significant effect of the genotype status after correcting for plaque 
accumulation and prevalence of residual pockets (>= 5 mm) . 
Genotype-negative subjects had significantly lower BOP% (p=0.0097). It is 
concluded that the increased BOP preval«.nce and incidence observed in IL-1 
genotype-positive subjects indicates that some individuals have a 
genetically determined hyper-inflammatory response that is expressed in the 
clinical response of the periodontal tissues. 
Copyright (c) 2000 INIST-CNRS. All rights reserved. 
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Six novel genes encoding proteins with the interleukin (IL)-l fold have 
been identified recently. The classical family members are involved in 
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inflammatory signaling. Previous work has placed the novel genes close to 
or within the same cluster as ILIA, ILIB, and ILlRN, which occupy an 
similar to 400-kb interval on chromosome 2. We have combined the incomplete 
public database sequence with our own sequence to generate a reference 
sequence and map that encompass all of the novel genes, allowing 
determination of the gene structures, precise localization of exons, and 
determination of distances between conventional SNP and microsatellite 
markers. Gene order from centromere to telomere is 

IL1A-IL1B-IL1F7-IL1F9-1L1F6-IL1F8-IL1F5-IL1F10-IL1RN, of which only ILIA, 
ILlB, and IL1F8 are transcribed towards the centromere. The gene order 
relates to the volutionary relationship between the genes. Key features of 
exon boundaries are conserved. There is no evidence for other IL-1 family 
members within the cluster, [copy ] 2002 Elsevier Science (USA). 
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The invention relates to compns . , kits, and methods for detecting, 
characterizing, preventing, and treating human ovarian cancers. A 
variety of markers are provided, wherein changes in the levels of 
expression of one or more of the markers is correlated with the 
presence of ovarian cancer. The level of expression of the marker 
in a sample can be assessed, for example, by detecting the presence 
in the sample of: (1) a protein corresponding to the marker or a 
fragment of the protein using a reagent, such as an antibody or 
antibody deriv. or fragment, which binds specifically with the 
protein; (2) a transcribed polynucleotide (e.g., an mRNA or cDNA) 
having at least a portion with which the marker is substantially 
homologous by contacting a mixt . of transcribed polynucleotides 
obtained from the sample with a substrate having one or more of the 
markers provided; (3) a transcribed polynucleotide, wherein the 
polynucleotide anneals with the marker under stringent hybridization 
conditions. [This abstr. record is the second of five records for 
this document necessitated by the large no. of index entries 
required to fully index the document and publication system 
constraints . ] . 
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genes) in females, and their use in determining 
susceptibility of female to developing 
osteoporosis 

Van Dijk, Simon; Duff, Gordon W. 
Interleukin' Genetics, Inc., USA 



POT Int. 
CODEN: PIXXD2 
Patent 
English 



68 pp. 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 2001016377 
WO 2001016377 
W: AE, AU, 
SG, 



RW: 



AT, BE, CH, CY, 
NL, 



A2 20010308 
A3 20020117 

BR, CA, CN, CZ, 

US, YO, 



WO 2000-US23844 20000830 



DE, DK, ES, FI, 



JP, KR, 
FR, GB, 



MX, NO, NZ, PL, RU, 
GR, IE, IT, LU, MC, 



BR 2000014150 R 
EP 1212464 ' R 

R: AT, BE, CH, 
PT, IE, FI, 
PRIORITY APPLN. INFO, : 



20020514 
20020612 
DK, ES, 



BR 2000-14150 
EP 2000-961425 
FR, GB, GR, IT, 



20000830 
20000830 
LU, NL, SE, MC, 



US 1999-151460P P 19990830 
WO 2000-US23844 W 20000830 
AB The invention provides mol. genetic techniques for detg. the 

genotype of the IL-1 gene cluster (IL-IA, IL-IB and IL-lRN genes) in 
females, in order to det . the susceptibility of a female to 
developing osteoporosis. The invention relates that gene IL-IA 
encodes interleukin 1 . alpha . , gene IL-IB encodes interleukin 
l.beta., while gene IL-IRN encodes interleukin 1 receptor 
antagonist. The invention provides that the IL-IA, IL-IB and IL-IRN 
alleles can be detecting using: (1) allele-specif ic hybridization; 
(2) DNA sequencing of a portion of the allele; (3) electrophoresis 
mobility of allele or fragments generated using a restriction 
endonuclease; (4) single-stranded conformation polymorphism; (5) 
oligonucleotide ligation assay, or (6) primer specific extension. 
The invention also relates that the alleles may be subjected to an 
amplification step prior to the detection steps listed above. The 
invention further relates that females contg. allele 2 of IL-lA, 
allele 2 of IL-IB (3954), allele 1 of IL-IB (-511), and allele 1 of 
IL-IRN (haplotype 1) are susceptible to larger bone loss and/or 
increased risk of fractures during the early menopausal years. 
Still further, the invention relates that females contg. allele 1 of 
IL-IA, allele 1 of IL-IB (3954), allele 2 of IL-IB (-511) and allele 
2 of IL-IRN (haplotype 2) are susceptible to larger bone loss and/or 
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increased risk of fractures during post-menopause. The invention 
also provides a method for screening test compds . to identify 
therapeutics for osteoporosis, wherein the therapeutics are 
modulators (antagonists or agonists) of IL-1 activity. The 
invention further provides for the use of identified therapeutic in 
treatment and/or prevention of osteoporosis. Finally, the invention 
provides a method for detg. the effectiveness of therapeutic in a 
subject who has or is predisposed to developing osteoporosis. 
IT 244295-41-8 244295-42-9 
RL: PRP (Properties) 

(unclaimed sequence; genetic techniques for detg. genotype of 
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Methods and kits for detg. whether a subject has o 

to developing a disease which is assocd. with IL-1 polymorphisms and 
assays for identifying therapeutics for treating and/or preventing 
the development of these diseases are provided. The disease of 
condition is selected from inflammatory disease, degenerative 
disease, Immunol, disease, infectious disease, trauma induced 
disease, and cancer. 
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The kits and methods of the present invention relate to the 
diagnosis of cardiovascular disorders, ie., either a fragile plaque 
disorder, an occlusive disorder, or a restenosis disorder. 
Polymorphisms of the interleukin-1 gene family assocd. with 
cardiovascular disorders are identified as IL-lA(+4845) , 
IL-lB(+3954) , IL-1B(-511), IL-IRN (+2018 ) , and alleles in linkage 
disequil. with these aforementioned alleles. Thus, predispositions 
toward cardiovascular disorders can be diagnosed by genotyping 
techniques such as size anal, of DNA fragments after restriction 
enzyme digestion. IL-1 genotypes are also correlated with target 
vessel revascularization, cholesterol levels, Lp{a) levels, LDL 
levels, and C-reactive protein levels. Other methods of the present 
invention relate to the selection of therapeutics for a patient with 
a cardiovascular disease. 
244295-41-8 244295-42-9 
RL: PRP (Properties) 
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AB Methods and kits for detg. whether a subject has or is predisposed 
to developing restenosis are provided. Polymorphisms of the 
interleukin-1 (IL-1) family assocd. with restenosis are identified 
as IL-lA(+4845), IL-IB (+3954 ) , IL-1B(-511), IL-IRN (+2018 ) , and 
IL-IRN(VNTR) or an allele that is in linkage disequil. with one of 
these alleles. Thus, predisposition to arterial restenosis can be 
diagnosed by genotyping techniques, such as size anal, of DNA 
fragments after restriction enzyme digestion. Such patients might 
be preferred candidates for surgical revascularization rather than 
percutaneous transluminal angioplasty, for example, or such patients 
may benefit from Pharmacol, or topical interventions at an early 
stage that could affect the progression of the restenosis disorder. 
IT 244295-41-8 244295-42-9 
RL: PRP (Properties) 

(unclaimed nucleotide sequence; diagnostics and therapeutics for 
restenosis based on genotyping of the interleukin-1 family) 
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The present invention provides novel methods and kits for detg. 
whether a subject has or is likely to develop an interstitial lung 
disorder such as pulmonary fibrosis; as well as methods for treating 
an ILD and screening assays for identifying novel ILD therapeutics. 
The method uses polymorphisms in the interleukin 1 gene cluster on 
2ql3 and the tumor necrosis factor region on chromosome 6 as 
indicators of risk. 
244295-41-8 244295-42-9 
RL: PRP (Properties) 
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ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, 
LU, LV, MD, MG, MK, MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, 
SE, SG, SI, SK, SL, TJ, TM, TR, TT, UA, UG, US, UZ, VN, YU, 
ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 
RW: GH, GM, KE, LS, MW, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, 
DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, 
BJ, CF, CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 
US 6251598 Bl 20010626 US 1998-183850 19981030 
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PRIORITY APPLN. INFO.: US 1998-183850 A 19981030 

WO 1999-US25633 W 19991101 
AB Methods and kits for detecting polymorphism that are predictive of a 
subject's susceptibility to developing sepsis are described and 
sepsis therapeutics that address the mol , basis of the disease are 
described. The invention is based on detg. at least one allele of 
the interleukin 1 (IL-1) genetic pattern that leads to a 
dysregulated inflammatory response. In a further aspect, the 
invention features methods for treating or preventing the 
development of sepsis by administering an appropriate therapeutic of 
the invention. 
IT 244295-41-8 244295-42-9 
RL; PRP (Properties) 

(unclaimed nucleotide sequence; diagnostic and therapeutics for 
sepsis by studying interleukin 1 gene polymorphism) 
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The DNA sequence of human chromosome 21 
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D.; Reichwald, K. ; Rump, A.; Schillhabel, M. ; 
Schudy, A.; Ziimnermann, W.; Rosenthal, A. ; 
Kudoh, J.; Shibuya, K. ; Kawasaki, K. ; Asakawa, 
S./ Shintani, A.; Sasaki, T.; Nagamine, K.; 
Mitsuyama, S . ; Antonarakis, S . E.; Minoshima, 
S.; Shimizu, N.; Nordsiek, G.; Hornischer, K. ; 
Brandt, P.; Scharfe, M.; Schon, O.; Desario, A., 
Relchelt, J.; Kauer, G.; Blocker, H.; Ramser, 
J.; Beck, A.; Klages, S . ; Hennig, S . ; 
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Chromosome 21 is the smallest human autosome. An extra copy of 
chromosome 21 causes Down syndrome, the most frequent genetic cause 
of significant mental retardation, which affects up to 1 in 700 live 
births. Several anonymous loci for monogenic disorders and 
predispositions for common complex disorders have also been mapped 
to this chromosome, and loss of . heterozygosity has been obsd. in 
regions assocd. with solid tumors. This report provides the 
sequence and gene catalog of the long arm of chromosome 21. At 
least 33,546,351 base pairs (bp) of DNA have been sequenced with 
very high accuracy, the largest contig being 25,491,867 bp. Only 3 
small clone gaps and 7 sequencing gaps remain, comprising .apprx.lOO 
kilobases. Thus, 99.7% coverage of 21q was achieved. About 281,116 
bp were also sequenced from the short arm. The structural features 
identified include duplications that are probably involved in 
chromosomal abnormalities and repeat structures in the telomeric and 
pericentromeric regions. Anal, of the chromosome revealed 127 known 
genes, 98 predicted genes and 59 pseudogenes. The sequences are 
deposited in the GenBank database, and addnl . information can be 
sound from the home pages of the participating centers of the 
chromosome 21 sequencing consortium. 
264819-19-4, GenBank AL163215 

RL: BSU {Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

DNA sequence of human chromosome 21) 
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Fetal testing for prediction of low birth weight 
using PGR genotyping 
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Medical Science Systems, Inc., USA 



PCT Int. Appl. 
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EP 1071822 



AT, BE, 



PT, IE, FX 



A2 20010131 EP 1999-919959 19990421 

CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, 



JP 2002512047 
PRIORITY APPLN. INFO 



20020423 



JP 2000-545003 19990421 
US 1998-82487P P 19980421 
WO 1999-US8794 W 19990421 
Methods, assays and kits are disclosed for detecting a mother's or 
fetus's susceptibility to an adverse pregnancy outcome such as low 
birth wt. The methods comprise obtaining a biol. sample from a 
patient and detg. the presence or absence of an IL-1 allele 2 of a 
marker that is assocd. with an adverse pregnancy outcome. Alleles 
for TNF. alpha, and Prostaglandin E2 were also genotyped. Detection 
of alleles by VNTR polymorphism and and PGR RFLP is described. 
Diagrams showing relationship between maternal urogenital or 
periodontal infection and fetal inflammatory response and maternal 
infection and inflammatory cytokines and risk of adverse pregnancy 
outcome. Genotype anal, was performed and characterized according 
to race from samples of maternal blood and chorionic villus and 
umbilical cord. 
244295-41-8 244295-42-9 
RL: PRP (Properties) 

(unclaimed nucleotide sequence; fetal testing for prediction of 
low birth wt. using PGR genotyping) 
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1999:641021 HGAPLUS 
131:253337 

Methods and materials , for the diagnosis of 

asthma wherein the genetic polymorphism D2S308* 

is the subject of detection 

Gookson, William Osmond Charles Michael; 

Moffatt, Miriam Fleur; Bhattacharyya, Sumit; 

Leaves, Nicholas 

Isis Innovation Ltd., UK 

PGT Int. Appl., 21 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



WO 9950451 

W: AU, CA, 
RW: AT, BE, 
NL, PT, 

AU 9931587 

EP 1064401 
R: AT, 



Al 19991007 WO 1999-GB968 19990326 

JP, US 

GH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, 



CH, 



PT, IE, FI 
PRIORITY APPLN. INFO. 



L 19991018 
L 20010103 
DE, DK, ES, 



FR, 



AU 1999-31587 19990326 
EP 1999-913469 19990326 
GB, GR, IT, LI, LU, NL, SE, 



MC, 



GB 1998-6652 A 19980327 

WO 1999-GB968 W 19990326 
A genetic method for diagnosing an individual as being asthmatic, o 
as having a predisposition to asthma, is described. The materials 
and methods of the invention are used to detect the presence or 
absence of the genetic polymorphism known as D2S308*3, which is 
located in a region of chromosome 2 . The invention provides 
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oligonucleotide primers for use in detecting said polymorphism. The 
allele of identification may take the form of microsatellite 
repeats, and thus, oligonucleotide primers which hybridize to 
sequences at positions on either side of the microsatellite repeats 
are provided herein. 



IT 244295-41-8 244295-42-9 
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of detection) 
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ANSWER 1 OF 4 REGISTRY 
264819-19-4 REGISTRY 
DNA (human clone R396A17 
INDEX NAME) 
340000 
Unspecified 
MAN 



COPYRIGHT 2002 ACS 

chromosome 21 segment HS21C015) (9CI) (CA 



REFERENCE 



132:344010 



L3 ANSWER 2 OF 4 REGISTRY COPYRIGHT 2002 ACS 
RN 244295-42-9 REGISTRY 

CN PN: WO9950451 SEQID: 10 unclaimed sequence (9CI) 
OTHER NAMES: 



(CA INDEX NAME) 



CN 
CN 



WO0037679 SEQID: 
WO0072015 SEQID: 
WO0071753 SEQID: 



14 unclaimed DNA 
17 unclaimed DNA 
21 unclaimed DNA 
PN: WO0116377 PAGE: 22 unclaimed sequence 
PN: WOO 060 117 PAGE: 4 0 unclaimed DNA 
PN: WOO10O880 SEQID: 7 claimed DNA 
WO9954707 SEQID: 22 unclaimed DNA 



SQ1L "■'20 ' / <r Se. 
Unspecified 
MAN 



MF 
CI 



cits 



REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 



134:217981 

134:85136 

134 :26093 

134 : 14046 

133:294920 

133:85082 

131:318551 
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PN: WO0072015 SEQID: 16 unclaimed DNA 
PN: WO0071753 SEQID: 20 unclaimed DNA 
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SQL- 20 '36- S^L. ^i^pktvj^^ C2L4 C5-^) 
MF Unspecified ' ' 

CI MAN 
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REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
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SQL 128117 
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REFERENCE 



134:350281 



S L3 AND LI 
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<l: WO0071753 SEQID: 21 unclaimed DNA 
: WO0116377 PAGE: 22 unclaimed sequence 
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CN 4: PN: WO0060117 PAGE: 40 unclaimed DNA 

CN 4: PN: WO0100880 SEQID: 7 claimed DNA 

CN PN: WO9954707 SEQID: 22 unclaimed DNA 

CI MAN 

■SQt 20 ' 

SEQ 1 ggcaagagca aaactctgtc 
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3: 


134 


26093 
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5: 
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294920 
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6: 
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85082 
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7 : 


131 


318551 
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8: 


131 


253337 


L4 ANSWER 


3 OF 4 


REGISTRY 



RN 244295-41-8 REGISTRY 

CN PN: WO9950451 SEQID: 9 u 
OTHER NAMES: 

CN 13: PN: WO0037679 SEQID: 

CN 13: PN: WO0072015 SEQID 

CN 17: PN: WO0071753 SEQID 

CN 1: PN: WOO 11 637 7 PAGE 

CN 3: PN: WO0060117 PAGE 

CN 3: PN: WO0100880 SEQID 



COPYRIGHT 2002 ACS 

^claimed sequence (9CI) 

13 unclaimed DNA 
16 unclaimed DNA 
,. 20 unclaimed DNA 
22 unclaimed sequence 
4 0 unclaimed DNA 
claimed DNA 



(CA INDEX NAME) 



MAN. 
20 



trn . •jj-iii-i-"' - — 

WO9954707 SEQID: 21 unclaimed DNA 



1 gctgatattc tggtgggaa 
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REFERENCE 8: 131:253337 



=> e interleukin la/cn 5 i ■ -fO/^vi-S 

El 1 INTERLEUKIN 19 (HUMAN PRECURSOR) /CN ^ 

E2 1 INTERLEUKIN 19 (HUMAN) /CN 

E3 0 — > INTERLEUKIN lA/CN 

E4 1 INTERLEUKIN IH (HUMAN LONG ISOFORM A PRECURSOR) /CN 

E5 1 INTERLEUKIN IH (HUMAN LONG ISOFORM PRECURSOR) /CN 

=> e "interleukin-la'Vcn 5 

El 1 INTERLEUKIN-18 RECEPTOR (HUMAN SUBUNIT ACPL) /CN 

E2 1 INTERLEUKIN-18 RECEPTOR (HUMAN SUBUNIT IL-1RRP1)/CN 

E3 0 — > INTERLEUKIN-IA/CN 

E4 2 INTERLEUKIN-IB CONVERTING ENZYME (HUMAN ISOLATE 1 YEAR 

OLD MALE CELL LINE THP.l - ACUTE MONOCYTIC LEUKEMIA ) 
/CN 

E5 1 INTERLEUKIN-lHl (HUMAN KERATINOCYTE) /CN 

=> s e4 

L5 2 "INTERLEUKIN-IB CONVERTING ENZYME (HUMAN ISOLATE 1 YEAR 

OLD MALE CELL LINE THP.l - ACUTE MONOCYTIC LEUKEMIA ) "/CN 

=> e interleukin Irn/cn 5 

El 2 INTERLEUKIN 1H4 (HUMAN) /CN 

E2 1 INTERLEUKIN 1HY2 (HUMAN SKIN GENE IL1HY2)/CN 

E3 0 — > INTERLEUKIN IRN/CN 

E4 1 INTERLEUKIN 2 ( 107-THREONINE) (HUMAN) /CN 

E5 1 INTERLEUKIN 2 ( 107-THREONINE, 125-SERINE) (HUMAN) /CN 

=> e "interleukin-lrn'Vcn 5 

El 1 INTERLEUKIN-1H4 (HUMAN LUNG PRECURSOR) /CN 

E2 1 INTERLEUKIN- IRA (DOG MONONUCLEAR CELL PRECURSOR) /CN 

E3 0 --> INTERLEUKIN-IRN/CN 

E4 1 INTERLEUKIN-2 (GUINEA PIG SPLENOCYTE PRECURSOR) /CN 

E5 1 INTERLEUKIN-2 (HUMAN CLONE PILOT135-B ) /CN 

=> e il la/cn 5 
El 1 IL 11/CN 

E2 1 IL 16/CN 

E3 0 — > IL lA/CN 

E4 1 IL 2/CN 

E5 1 IL 2066/CN 

=> e "il-la"/cn 5 

El 1 IL-17B RECEPTOR (HUMAN GENE IL17BR) /CN 

E2 1 IL-19 (HUMAN CLONE HMQBM23 PRECURSOR) /CN 

E3 0 — > IL-IA/CN 

E4 1 IL-1RRP2 (HUMAN) /CN 

E5 1 IL-1RRP2 (MOUSE) /CN 

=> e "interleukin-1- . alpha . "/cn 5 

El 1 INTERLEUKIN-1 RECEPTOR-TUMOR NECROSIS FACTOR RECEPTOR- 

TUMOR NECROSIS FACTOR RECEPTOR FUSION PROTEIN (HUMAN)/ 
CN 

E2 1 INTERLEUKIN-1 TYPE I RECEPTOR KINASE/CN 

E3 0 — > INTERLEUKIN- 1-. ALPHA. /CN 

E4 1 INTERLEUKIN- 1-LIKE PROTEIN 1 (HUMAN CLONE PAC-131J6 GE 
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NE ILILI) /CN 

E5 1 INTERLEUKIN-l-LIKE PROTEIN 1 (HUMAN PLACENTA GENE ILIL 

1 TRANSCRIPT 2) /CN 

=> e "interleukin 1- . alpha ." /cn 5 

El 1 INTERLEUKIN 1 RECEPTOR-RELATED PROTEIN ILl-RRPl (HUMAN 

PRECURSOR) /CN 

E2 1 INTERLEUKIN 1 RECEPTOR- RELATED PROTEIN ILl-RRPl (MOUSE 

PRECURSOR) /CN 
E3 0 — > INTERLEUKIN 1-. ALPHA. /CN 

E4 1 INTERLEUKIN 1-BETA CONVERTASE (HUMAN GENE IL1BCE)/CN 

E5 1 INTERLEUKIN 1-BETA CONVERTING ENZYME ISOFORM DELTA (HU 

MAN CELL LINE THP-1 CLONE ICE-DELTA GENE ILIBCE) /CN 

=> e "interleukin l-alpha"/cn 5 

El 1 INTERLEUKIN 1 RECEPTOR-RELATED PROTEIN ILl-RRPl (HUMAN 

PRECURSOR) /CN 

E2 1 INTERLEUKIN 1 RECEPTOR-RELATED PROTEIN ILl-RRPl (MOUSE 

PRECURSOR) /CN 
E3 0 — > INTERLEUKIN 1-ALPHA/CN 

E4 1 INTERLEUKIN 1-BETA CONVERTASE (HUMAN GENE ILlBCE) /CN 

E5 1 INTERLEUKIN 1-BETA CONVERTING ENZYME ISOFORM DELTA (HU 

MAN CELL LINE THP-1 CLONE ICE-DELTA GENE ILIBCE) /CN 

=> e "interleukin lalpha"/cn 5 

El 1 INTERLEUKIN 19 (HUMAN PRECURSOR) /CN 

E2 1 INTERLEUKIN 19 (HUMAN) /CN 

E3 0 — > INTERLEUKIN lALPHA/CN 

E4 1 INTERLEUKIN IH (HUMAN LONG ISOFORM A PRECURSOR) /CN 

E5 1 INTERLEUKIN IH (HUMAN LONG ISOFORM PRECURSOR) /CN 

=> e interleukin 1/cn 5 

El 1 INTERLEUKIN (DOG STRAIN BEAGLE GENE IL-10 PRECURSOR) /C 

N 

E2 1 INTERLEUKIN (HUMAN CLONE PIL-1-14 REDUCED) , N-L-METHIO 

NYL-35-L-ASPARAGINE-/CN 
E3 0 — > INTERLEUKIN 1/CN 

E4 1 INTERLEUKIN 1 (FLOUNDER CLONE PSR. ALPHA. -IL2 PRECURSOR 

REDUCED) /CN 

E5 1 INTERLEUKIN 1 (FLOUNDER CLONE PSR. ALPHA. -IL2 REDUCED)/ 

CN 

=> s interleukin 1 ?/cn 

L6 101 INTERLEUKIN 1 ?/CN 

=> s "interleukin-1" ?/cn 

L7 126 " INTERLEUKIN-1 "?/CN 

=> s 15 or 16 or 17 

L8 216 L5 OR L6 OR L7 

FILE 'HCAPLUS' 'ENTERED AT 15:26:50 ON 18 JUL 2002 
L9 39088 SEA ABB=ON PLU=ON LB OR (INTERLEUKIN OR IL) (W) ( lA OR 1 

OR IB OR lA OR IB OR IRN OR IRN) OR ILIA OR ILIB OR ILIA 
LIO 67 SEA ABB=ON PLU=ON L9 AND ( PREMENOPAUS ? OR PERIMENOPAUS? 

OR MENOPAUS? OR "CHANGE OF LIFE") 
Lll 4 SEA ABB=ON PLU=ON LIO AND (MUTAT? OR MUTANT OR 

MUTAGEN? OR POLYMORPH? OR POLY MORPH? OR (VARIAT? OR 
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L12 



VARIANT) {5A)ALLEL?) 

SEA ABB=ON PLU=ON Lll NOT L2 
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HCAPLUS COPYRIGHT 2002 ACS 
■ 2000:517497 HCAPLUS 
134:99462 

Linkage of human tumor necrosis factor-alpha to 
human osteoporosis by sib-pair analysis 
Ota, N./ Hunt, S. C. ; Nakajima, T . ; Suzuki, T . ; 
Hosoi, T.; Orimo, H.; Shirai, Y.; Emi, M. 
Department of Molecular Biology, Institute of 
Gerontology, Nippon Medical School, Kawasaki, 
211-8533, Japan 

Genes and Immunity (2000), 1(4), 260-264 
CODEN: GEIMA2; ISSN: 14 66-4 87 9 
Nature Publishing Group 
Journal 
English 

AB Osteoporosis as well as osteopenia are common human conditions 
considered to result from the interplay of multiple genetic and 
environmental factors . Twin and family studies have yielded strong 
correlation between measures of bone mass and a no. of genetic 
factors. Certain genes (e.g., cytokines such as interleukin 
-1, interleukin-6, or tumor necrosis factor-alpha) are 
capable of regulating metab., formation, and resorption of bone; all 
processes that det . bone mass. We tested 192 sib-pairs of adult 
Japanese women from 136 families for genetic linkage between 
osteoporosis and osteopenia phenotypes and allelic 
variants at the tumor necrosis factor-alpha (TNFA) locus, 
using a dinucleotide-repeat polymorphism located near the 
gene. The TNFA locus showed evidence for linkage to osteoporosis, 
with mean allele sharing of 0.478 in discordant pairs and 0.637 in 
concordant affected pairs . Linkage with osteopenia was also 
significant in concordant affected pairs. Analyses limited to the 
post -menopausal women in our cohort showed similar or even 
stronger linkage for both phenotypes . The results provide evidence 
that genetic variations within the TNFA locus or adjacent genes 
affect regulation of mineral metab. in bone and some of them confer 
risk for osteoporosis in adult women. 

REFERENCE COUNT: 32 THERE ARE 32 CITED REFERENCES AVAILABLE 

FOR THIS RECORD. ALL CITATIONS AVAILABLE 
IN THE RE FORMAT 
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1998:653159 HCAPLUS 
130:65022 

Allelic variation at the 
interleukin- 1 receptor 

antagonist gene is associated with early 
postmenopausal bone loss at the spine 
Keen, R. W. ; Woodf ord-Richens, K. L.; Lanchbury, 
J. S.; Spector, T. D. 

Twin & Genetic Epidemiology Research Unit, St. 

Thomas' Hospital, London, UK 

Bone (New York) (1998), 23(4), 367-371 

CODEN: BONEDL; ISSN: 8756-3282 

Elsevier Science Inc. 

Journal 
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LANGUAGE: English 

AB Genetic factors play an important role in detg. bone mineral d. 

(BMD) in later life, with the genetic influence mediated through 

effects on both peak mass and on age- and menopause 

-related bone loss. At menopause there is an increase in 

the prodn. and activity of various cytokines and growth factors 

within the bone microenvironment . The activity of 

interleukin-l (IL-1), a 

powerful stimulant of osteoclastic bone resorption, is increased in 
estrogen-deficient states with increased prodn. of IL~ 
1 and inhibition of the IL-1 receptor 

antagonist (IL-lra) . Treatment with IL-lra blocks the bone loss 
assocd. with ovariectomy in animals and the IL-1 
receptor antagonist gene (IL-lRN) is therefore a 

potential candidate gene for the regulation of postmenopausal bone 
loss. We examd. the relationship between annual rates of change in 
BMD over 5 yr and an 86 bp variable no. tandem-repeat 
polymorphism of the IL-lRN gene in 108 

early postmenopausal women. All women were within 5 yr of a natural 
menopause at the study's onset, healthy, and not on hormone 
replacement therapy or other medication known to affect bone metab. 
BMD was measured annually over the 5 yr study period at the lumbar 
spine and femoral neck using dual-energy x-ray absorptiometry. 
Three alleles were identified (Al=4 repeats, A2=2 repeats, A3=5 
repeats), with five genotypes obsd. : AlAl (41.7%), A1A2 (45.4%), 
A2A2 (6.5%), A1A3 (2.8%), and A2A3 (3.7%). For anal., alleles were 
collapsed into a biallelic system grouping the Al and A3 alleles. 
There was no significant relationship between the IL- 
IKN genotypes and baseline bone mass at either the spine or 
hip. IL-lRN genotype was significantly assocd. 

with annual rates of change in spinal bone mass (p < 0.05), and this 
finding remained significant after adjustment for age, wt . , and 
baseline BMD. Carriage of at least one copy of the A2 allele was 
assocd. with reduced bone loss at the spine (mean change in BMD .+-. 
SD: -0 . 81 . +- . 1 . 46%/yr) when compared with noncarriage of the A2 
allele (mean change -1 . 38 . +- . 1 . 48%/yr) , p = 0.05. We therefore 
conclude that allelic variation at the 
IL-lRN locus is assocd. with differential rates of 

early postmenopausal bone loss at the spine. Further research will 
be required to clarify the mechanisms underlying these findings and 
to det. whether this assocn. translates into a significant long-term 
effect on BMD and fracture in later life. 
REFERENCE COUNT: 30 THERE ARE 30 CITED REFERENCES AVAILABLE 

FOR THIS RECORD. ALL CITATIONS AVAILABLE 

IN THE RE FORMAT 
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127:229687 

Changes of bone metabolism with aging - in 
relation to involvement of estrogen withdrawal 
Gorai, Itsuo 

Dep. Obstetrics Gynecol., Yokohama City Univ. 
Sch. Med., Yokohama, Japan 

Nippon Sanka Fujinka Gakkai Zasshi (1997), 
49(8), 537-545, 563-576 
CODEN: NISFAY; ISSN: 0300-9155 
Nippon Sanka Fujinka Gakkai 
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DOCUMENT TYPE: Journal; General Review 

LANGUAGE: Japanese 

AB A review and discussion with no refs. The diminution of bone 
mineral d. (BMD) in women is initiated at the onset of 
menopause and estrogen withdrawal causes rapid bone loss in 
early postmenopausal years, leading to an increase in a risk of 
osteoporotic fracture. Several cytokines are considered to be 
involved in the decrease of BMD due to estrogen deficiency. 
Recently, it has been reported that estrogen is important for bone 
maturation and mineralization in men as well as in women. In this 
study, we investigated the involvement of estrogen deficiency in 
bone metab. of postmenopausal women as compared with 
premenopausal women and assessed the factors relating to 
postmenopausal bone loss. In exptl . study, at 4 wk after 
ovariectomy (OVX) , in OVX mice, femoral BMD decreased whereas the 
no. of bone marrow cells was greatly increased. To explore the 
endogenous bone-resorbing factors involved in estrogen deficiency, 
we examd. the bone-resorbing activity in the supernatant fraction o 
mouse bone marrow collected from ovariectomized mice. Only 
anti-interleukin (IL)-la antibody completely 

neutralized the bone-resorbing activity in bone marrow supernatants 
from OVX mice. The concurrent addn. of IL-l, 

iL-6 sIL-6 receptor (R) and prostaglandin (PG)E2 co-operatively 
induced bone resorption. The effect of L-la on collagenase and 
gelatinase activities and matrix metalloproteinase (MMP) -2 and 
MMP-13 mRNA expression was analyzed using IL-la 

supplemented medium of organ culture of newborn mouse calvaria and 
osteoblasts from newborn mouse calvaria, resp. IL- 
la increased collagenase and gelatinase activities as 
compared with those of control medium and stimulated MMP-2 and 
MMP-13 mRNA expression. Human osteoblast-like cells, HOS TE 85 
cells, showed aromatase activity, which was detd. using 
3H-androstenedione as a substrate and addn. of retinoic acid. TPA, 
bone morphogenic protein (BMP) -2 and dexamethasone increased their 
aromatase activity. As detd. by RT-PCR method, retinoic acid and 
TPA increased aromatase mRNA expression of HOS TE 85 cells. At 3 w 
after orchidectomy (ORX) , in ORX mice, the wt . of seminal vesicles 
and femoral BMD decreased whereas the no. of bone marrow cells was 
greatly increased. The change of hemopoiesis and bone metab. 
induced by ORX were completely restored by the treatment with 1 
.mu.g of E2 but not with 10 .mu.g of DHT. In clin. study, several 
risk factors relating to low bone mass were assessed. Lumbar spine 
BMD significantly correlated with years since menopause 
(YSM) (r = -0.366), body wt . (r=0.350), age (r= -0.340), body mass 
index (BMI) (r=0.242), and height (r =0.212) in the postmenopausal 
women. In order to investigate an assocn. between vitamin D 

re^ceptor (VDRj gene,_ polymorphism and BMD or bone loss, we 

examdT VDR Bsmi RFLP with amplification refractory mutation 
system (ARMS) and could not find any significant differences in 
lumbar spine baseline BMD between the bb genotype and the Bb 
genotype. In both early and late postmenopausal periods vertebral 
BMD with the Bb genotype decreased faster than that with the bb 
genotype (p=0.001). When we divided the subjects whose ages were 
from 4 5 to 55 yr into two subgroups (pre- and postmenopausal) to 
assess the effects of menopause on biochem. markers of 
bone resorption, we found a significant 110% increase in 
cross-linked N-telopeptides of type I collagen (NTx) and a 48% 
increase in lysylpyridinoline (LP) in post -menopausal 
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women compared with age-matched premenopausal women. The 
ROC anal, showed that the cutoff BMD values for discrimination of 
women with vertebral fracture varied according to the sites and 
methods of measurement ranging 5 9.0% of young adult mean value (YAM) 
of radial trabecular BMD by pQCT to 83.8% of young adult mean value 
(YAM) of femoral neck BMD by DXA. 

{fi.lb,^IMe;rline, BIOSIS, EMBASE, WPIDS, CONFSCI, SCISEARCH, 
JIGST-EPLUS, JAPIO' ENTERED AT 15:32:47 ON 18 JUL 2002) 
Li:^) ■ ' 18 S Lll 
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INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
COUNTRY COUNT: 
PATENT INFORMATION: 



2002-010725 [01] WPIDS 
C2002-002607 

Detecting polymorphisms in the CAG and 

GGC repeats of the androgen receptor gene which are 
associated with bone mineral density is useful to 
determine a predisposition to osteoporosis. 
B04 D16 
ROUSSEAU, F 

(SIGN-N) SIGNALGENE INC 
95 



PATENT NO KIND DATE 



WO 2001073116 A2 20011004 (200201)* EN 34 

RW: AT BE CH CY DE DK EA ES FI FR GB GH GM GR IE IT KE LS LU MC 
MW MZ NL OA PT SO SE SL SZ TR TZ UG ZW 
W: AE AG AL AM AT AU AZ BA BB BG BR BY BZ CA CH CN CO CR CU CZ 
DE DK DM DZ EE ES FI GB GD GE GH GM HR HU ID IL IN IS JP KE 
KG KP KR KZ LC LK LR LS LT LU LV MA MD MG MK MN MW MX MZ NO 
NZ PL PT RO RU SD SE SG SI SK SL TJ TM TR TT TZ UA UG US UZ 
VN YU ZA ZW 
AU 2001044004 A 20011008 (200208) 

APPLICATION DETAILS: 

PATENT NO KIND . APPLICATION DATE 



WO 2001073116 A2 WO 2001-CA402 20010328 

AU 2001044004 A AU 2001-44004 20010328 

FILING DETAILS: 

PATENT NO KIND PATENT NO 



AU 2001044004 A Based on WO 200173116 

PRIORITY APPLN. INFO: US 2000-192557P 20000328 

AN 2002-010725 [01] WPIDS 

AB WO 200173116 A UPAB: 20020105 

NOVELTY - Determining predisposition to osteoporosis or low or high 

bone density or turnover comprising determining 

polymorphisms in the CAG and GGC repeats of the androgen 

receptor (AR) gene, is new. 

DETAILED DESCRIPTION - Determining predisposition to 
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osteoporosis, low/high bone density/turnover and/or responsiveness 

to therapy for osteoporosis or prevention of low bone density, 

comprises determining androgen receptor (AR) polymoarphism 

and analyzing allelic variation in a sample, 

where the AR polymorphism is (a) a CAG repeat and a GGC 

repeat polymorphism, or (b) an allele in linkage 

disequilibrium with (a) . 

INDEPENDENT CLAIMS are also included for the following: 

(1) determining predisposition to low/high bone density, 
comprising determining androgen receptor polymorphisms in 

a sample, where a genotype showing a GGC repeat polymorphism 
associated with a CAG polymorphism can be correlated with 
high/low bone density or turnover; 

(2) determining predisposition to androgen hormone-related 
medical conditions, comprising determining the length of a CAG 
and/or GGC repeat of the androgen receptor where length of the 
repeat is indicative of predisposition; 

(3) using specific susceptible or resistant AR alleles to set 
up a screening assay for agents that modulate AR allele-specif icity 
for the purpose preventing low bone density; 

(4) selecting AR allele (s) suitable to screen for compounds 
that modulate AR activity, comprising constructing a recombinant AR 
comprising the allele (s), assaying function of the recombinant AR 
and selecting allele (s) that affect AR function; 

(5) using combinations of AR alleles or their 
variant, mutation or equivalent which show linkage 

disequilibrium, to screen for agents that modulate AR function for 
the purpose of increasing bone density or potentiating action of an 
osteoporosis treatment; 

(6) detecting an agent that modulates bone density, comprising 
contacting the agent with a cell comprising (a) an expression vector 
comprising a reporter operably linked to a promoter which has an AR 
response element which affects promoter activity upon binding to 
androgen, and (b) a combination of AR alleles and assaying the level 
of the reporter. 

USE - The invention is used to determine predisposition to 
osteoporosis and to find new therapies for the condition. 
Dwg. 0/1 
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WPIDS (C) 2002 THOMSON DERWENT 
2001-265896 [27] WPIDS 
C2001-080455 

Determining whether a female is predisposed to the 
developing osteoporosis involves identifying 
interleukin-l haplotype pattern 

of the female, useful for selecting appropriate 
osteoporosis therapy . 

DUFF, ^.r'' VAN DIJK, S; DUFF, G W 
(TSTE-N) INTERLEUKIN GENETICS INC 
39 



PATENT NO KIND DATE WEEK LA PG 



WO 2001016377 A2 20010308 (200127)* EN 69 

RW: AT BE CH CY DE DK ES FI FR GB GR IE IT LU MC NL PT SE 
W: AE AU BR CA CN CZ HU IL JP KR MX NO NZ PL RU SG TR US YU ZA 
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AU 2000073380 A 20010326 (200137) 

EP 1212464 A2 20020612 (200239) EN 

R: AT BE CH CY DE DK ES FI FR GB GR IE IT LI LU MC NL PT SE 
BR 2000014150 A 20020514 (200240) 

APPLICATION DETAILS: 



PATENT NO 



APPLICATION 



DATE 



WO 2001016377 A2 
AU 2000073380 A 
EP 1212464 A2 

BR 2000014150 A 



WO 2000-US23844 
AU 2000-73380 
EP 2000-961425 
WO 2000-US23844 
BR 2000-14150 
WO 2000-US23844 



20000830 
20000830 
20000830 
20000830 
20000830 
20000830 



FILING DETAILS: 



PATENT NO 



PATENT NO 



AU 2000073380 A Based on 
EP 1212464 A2 Based on 
BR 2000014150 A Based on 



WO 200116377 
WO 200116377 
WO 200116377 



PRIORITY APPLN. INFO: US 1999-151460P 19990830 

AN 2001-265896 [27] WPIDS 

AB WO 200116377 A UPAB: 20010518 

NOVELTY - Determining (I) whether a female is predisposed to 
developing osteoporosis, involves identifying interleukin ( 
IL) -1 haplotype pattern (HP) . Presence of HP 1 or 

HP 2 indicates that the female is susceptible to larger bone loss 
and/or increased risk of fracture during the early 
menopausal years (HPl) or post-menopause (HP2) . 

DETAILED DESCRIPTION - An INDEPENDENT CLAIM is also included 
for determining (II) the effectiveness of treating a subject that 
has or is predisposed to developing osteoporosis with a particular 
dose of a particular therapeutic comprising: 

(a) detecting the level, amount or activity of an IL- 
1 protein, or an IL-1 mRNA or DNA in a 

sample obtained from a subject; 

(b) administering the particular dose of the particular 
therapeutic to the subject, detecting the level, amount or activity 
of an IL-1 protein or an IL-1 

mRNA or DNA in a sample obtained from the subject; and 

(c) comparing the relative level, amount or activity of an 
lL-1 protein obtained before and after the 

administration of the therapeutic. 

USE - The method is useful for determining whether a female is 
predisposed to developing osteoporosis. (I) is useful for selecting 
an appropriate osteoporosis therapy for a female by performing (I) 
and selecting a therapeutic which is a modulator of an IL- 
1 (preferably of IL-1 alpha , IL 
-1 beta , IL-lRN) activity (claimed) . 

The modulator is preferably a protein, peptide, peptidomimetic, 
small molecule, nucleic acid or a nutraceutical, agonist or an 
antagonist (claimed) . 

Information obtained from the assays is useful for determining 
whether a non- symptomatic subject has or is likely to develop the 
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particular disease or condition, and allows a more customized 
approach to preventing the onset or progression of the disease or 
condition and enables the clinician to effectively prescribe a 
therapy that addresses the molecular basis of the disease or 
condition. The detection of the alleles can indicate that the 
subject has or is predisposed to the development of osteoporosis. 
Dwg.0/5 



L14 ANSWER 3 OF 14 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 



DOCUMENT TYPE: 
LANGUAGE : 
SUMMARY LANGUAGE 



BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 
2001:526220 BIOSIS 
PREV200100526220 

Polymorphisms for interleukin-lbeta 
(IL-lbeta) -511 promoter, IL-lbeta exon 5, and 
IL-1 receptor antagonist: 
Nonassociation with endometriosis. 

Hsieh, Yao-Yuan; Chang, Chi-Chen; Tsai, Fuu-Jen (1); 
Wu, Jer-Yuarn; Shi, Yi-Ru; Tsai, Horng-Der; Tsai, 
Chang-Hai 

(1) Department of Pediatrics and Medical Genetics, 
China Medical College Hospital, No. 2 Yuh-Der Road, 
Taichung: d07 04@hpd. cmch . org. tw Taiwan 
Journal of Assisted Reproduction and Genetics, 
(September, 2001) Vol. 18, No. 9, pp. 506-511. print. 
ISSN: 1058-0468. 
Article 
English 
English 

AB Purpose: We aimed to investigate if interleukin-lbeta (IL-lbeta) and 
IL-1 receptor antagonist (IL-lRa) gene 

polymorphism could be used as markers of susceptibility in 

endometriosis. Materials and Methods: Women were divided into two 

groups: 1) endometriosis {n = 120); 2) nonendometriosis groups (n = 

103) . Polymorphisms for IL-lbeta-511 promoter, IL-lbeta 

exon 5, and IL-lRa were detected by polymerase chain reaction. 

Genotypes and allelic frequencies for these polymorphisms 

in both groups were compared. Results: Proportions of different 

IL-1 and IL-lRa polymorphisms in both 

groups were nonsignif icantly different. Proportions of C 
homozygote/heterozygote/T homozygote for IL-lbeta-511 promoter in 
both groups were 1) 21.6/59.1/19.1% and 2) 26.2/50.5/23.3%. 
Proportions of El homozygote/heterozygote/E2 homozygote for IL-lbeta 
exon 5 in both groups were 1) 91.6/5/3.3% and 2) 95.15/4.85/0%. 
Allele I/II/IV/V for IL-lRa in both groups were 1) 92.5/5.4/1.6/0.4% 
and 2) 95.1/3.9/1/0%. Conclusions: Association of endometriosis with 
IL-lbeta-511 promoter, IL-lbeta exon 5, and IL-1 
receptor antagonist gene polymorphisms doesn't exist. 
These polymorphisms are_ not useful markers for prediction 
of endometriosis susceptiBlTity . ' 
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TITLE: 

AUTHOR: 
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SOURCE : 



1010689950 JICST-EPlus 

Etiology, Prevention and Treatment of Postmenopausal 
osteoporosis . 
KURABAYASHI TAKUMI 

Niigatadai I Sankaf ujinkagakukyoshitsu 
Niigata Igakkai Zasshi (Niigata Medical Journal) , 
(2001) vol. 115, no. 4, pp. 122-126. Journal Code: 
F0877A 
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CODEN: NIGZAY; ISSN: 0029-0440 
PUB. COUNTRY: Japan 
DOCUMENT TYPE: Journal; Preprint 

LANGUAGE: Japanese 
STATUS : New 

AB The etiology of postmenopausal osteoporosis has not completely been 
solved. Recent studies showed hypoestrogenic state caused the 
activation of cytokines (IL~1, IL-6, 

TNF-. ALPHA., GM-CSF etc.) from monocyte, stromal cells and 
osteoblast in bone marrow, and activated bone resorption and 
suppressed bone formation. Hormone replacement therapy (HRT) is the 
first choice of the treatment for postmenopausal osteoporosis. HRT 
is effective for not only osteoporosis but also climacteric 
disturbance and. hyperlipidemia . HRT causes the increase of bone 
mineral density within 2 years, and mainteins it after 2 years. 
Vitamin D receptor gene polymorphism (Taq) is useful to 
detect the effect of HRT for osteoporosis. It is important for us to 
detect the high risk women for osteoporosis. Ovarian dysfunction, 
castration and GnRH agonist therapy etc. are risk factors for 
osteoporosis. Pregnancy and lactation may not be risk factors. There 
are two factors, i.e. genetic factor and environmental factor, to 
cause osteoporosis. The evaluation of genetic factor and the 
improvement of life style are very important to prevent 
osteoporosis, {author abst . ) 

L14 ANSWER 5 OF 14 WPIDS (C) 2002 THOMSON DERWENT 
ACCESSION NUMBER: 2000-2714 67 [23] WPIDS 

DOC. NO. CPI: C2000-082959 

TITLE: Determination of susceptibility to, and/or response 

to therapy for osteoporosis used for increasing 
bone density comprises determining a combination of 
estrogen and vitamin D receptors 
polymorphi sm . 

DERWENT CLASS: B04 D16 

INVENTOR (S) : ROUSSEAU, F 

PATENT ASSIGNEE(S): (SIGN-N) SIGNALGENE INC 

COUNTRY COUNT: 90 

PATENT INFORMATION: 

PATENT NO KIND DATE WEEK LA PG 

X WO 2000015836 A2 20000323 (200023)* EN 49 

RW: AT BE CH CY DE DK EA ES FI FR GB GH GM GR IE IT KE LS LU MC 
MW NL OA PT SD SE SL SZ TZ UG ZW 
W: AE AL AM AT AU AZ BA BB BG BR BY CA CH CN CR CU CZ DE DK DM 
EE ES FI GB GD GE GH GM HR HU ID IL IN IS JP KE KG KP KR KZ 
LC LK LR LS LT LU LV MD MG MK MN MW MX NO NZ PL PT RO RU SD 
SE SG SI SK SL TJ TM TR TT TZ UA UG US UZ VN YU ZA ZW 
AU 9957233 A 20000403 (200034) 
EP 1114181 A2 20010711 (200140) EN 

R: AL AT BE CH CY DE DK ES FI FR GB GR IE IT LI LT LU LV MC MK 
NL PT RO SE SI 

APPLICATION DETAILS: 

PATENT NO KIND APPLICATION DATE 

WO 2000015836 A2 WO 1999-CAB54 19990915 
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AU 9957233 
EP 1114181 



A2 



AU 1999-57233 
EP 1999-944190 
WO 1999-CA854 



19990915 
19990915 
19990915 



FILING DETAILS: 



PATENT NO 



KIND 



PATENT NO 



AU 9957233 
EP 1114181 



A Based on 
A2 Based on 



WO 200015836 
WO 200015836 



PRIORITY APPLN. INFO: US 1998-100446P 19980915 

AN 2000-271467 [23] WPIDS 

AB WO 200015836 A UPAB: 20000516 

NOVELTY - Determining susceptibility to, and/or response to therapy 
for osteoporosis of a human patient comprising determining a 
combination of estrogen and vitamin D receptors polymorphism 
or a polymorphism in linkage disequilibrium in a sample, 
is new. 

DETAILED DESCRIPTION - Determining susceptibility to 
osteoporosis, and/or response to therapy for osteoporosis of a human 
patient comprises determining a combination of an estrogen receptor 
polymorphism or a polymorphism in linkage 

disequilibrium and a vitamin D receptor polymorphism or a 
polymorphism in linkage disequilibrium in a biological 
sample from the human patient where the estrogen 
polymorphism is selected from a PvuII polymorphism 

located in intron 1 of the estrogen receptor gene, or a DNA variant, 

equivalent or mutation which shows linkage disequilibrium 

with one of the allele of the PvuII polymorphism, and 

where the vitamin D receptor polymorphism is selected from 

a BsmI polymorphism located in intron 8 of the vitamin D 

receptor gene or a DNA variant, equivalent or mutation 

which shows linkage disequilibrium with one of the allele of the 

Bsml polymorphism. 

INDEPENDENT CLAIMS are also included for the following: 

(1) a prognosis kit for determining an outcome of an 
osteoporosis treatment or prevention program for a human patient 
comprising: 

(a) at least one nucleic acid fragment specific for the 
estrogen receptor (ESR) where the fragment enables an assessment of 
the ESR polymorphism in intron 1 of the ESR gene; and 

(b) at least one nucleic acid fragment specific for vitamin D 
receptor (VDR) where the fragment enables an assessment of the VDR 
polymorphism in intron 8 of the VDR gene; where a 

combination of polymorphisms at the ESR and VDR genes, or 
markers in linkage disequilibrium enables determination of the 
outcome of the treatment; and 

(2) an assay for screening and selecting an agent which 
modulates bone density comprising: 

(a) an expression vector comprising a promoter operably linked 
to a reporter gene, the promoter comprising estrogen receptor and 
vitamin D receptor response elements affecting the activity of the 
promoter upon binding of estrogen and vitamin D; 

(b) a cell expressing a chosen allele of an estrogen receptor 
and a chosen allele of a vitamin D receptor, and harboring the 
vector of (a) ; 

(c) submitting the cell to at least one agent; and 
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(d) assaying a level of the reporter gene, where an agent can 
be selected when the level of the reporter gene is significantly 
modulated by the presence of the agent. 

USE - The method is useful for setting up a screening assay for 
agents destined to modulate estrogen receptor and/or vitamin D 
receptor function for the purpose of increasing bone density and/or 
potentiating an action of an osteoporosis treatment program. 
Dwg. 0/3 

L14 ANSWER 6 OF 14 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 

ACCESSION NUMBER: 2000:437912 BIOSIS 

DOCUMENT NUMBER: PREV200000 4 37 912 

TITLE: IL-1 receptor antagonist gene 

polymorphism associated with age of 

menopause . 

AUTHOR{S): van Dijk, S. (1); Stone, K. L. ; Hannon, R. A.; Lui, 

L. L.; Sorrell, J. A.; Eastell, R. ; Cummings, S. R. ; 
Duff, G. W. 

CORPORATE SOURCE: (1) Interleukin Genetics, Inc., San Antonio, TX USA 

SOURCE: Journal of Bone and Mineral Research, (September, 

2000) Vol. 15, No. Suppl. 1, pp. S537. print. 
Meeting Info.: Twenty-Second Annual Meeting of the 
American Society for Bone and Mineral Research 
Toronto, Ontario, Canada September 22-26, 2000 
American Society for Bone and Mineral Research 
. ISSN: 0884-0431. 

DOCUMENT TYPE: Conference 

LANGUAGE: English 

SUMMARY LANGUAGE: English 

L14 ANSWER 7 OF 14 MEDLINE 

ACCESSION NUMBER: 2000212592 MEDLINE 

DOCUMENT NUMBER: 20212592 PubMed ID: 10750554 

TITLE: Osteoporotic fractures are associated with an 86-base 

pair repeat polymorphism in the 

interleukin-1 — receptor antagonist 

gene but not with polymorphisms in the 

interleukin-lbeta gene. 
AUTHOR: Langdahl B L; Lokke E; Carstens M; Stenkjaer L L; 

Eriksen E F 

CORPORATE SOURCE: Department of Endocrinology and Metabolism, Aarhus 
University Hospital, Aarhus Amtssygehus, Denmark. 

SOURCE: JOURNAL OF BONE AND MINERAL RESEARCH, (2000 Mar) 15 

(3) 402-14. 

Journal code: 8610640. ISSN: 0884-0431. 
PUB. COUNTRY: United States 

Journal; Article; (JOURNAL ARTICLE) 
LANGUAGE: English 
FILE SEGMENT: Priority Journals 

ENTRY MONTH: . 200006 

ENTRY DATE: Entered STN: 20000629 

Last Updated on STN; 20000629 
Entered Medline: 200Q0619 
AB Interleukin-lbeta (IL-lbeta) is a potent stimulator of bone 

resorption, and has been implicated in the pathogenesis of high bone 
turnover and osteoporosis. IL-1 receptor 

antagonist (IL-lra) is a competitive inhibitor of IL-lbeta effects 
and the biological effects of IL-lbeta are therefore proportional to 
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the ratio IL-lbeta/IL-lra . The coding regions of IL-lbeta were 

examined for sequence variations by SSCP and sequencing after 

polymerase chain reaction (PGR) of genomic DNA. Three previously 

described polymorphisms (C(-511)-T, G(3877)-A and 

C{3954)-T) in the IL-lbeta gene were determined by restriction 

fragment length polymorphism (RFLP) using Ava I, Aci I, 

and Taq I after PGR. The 8 6-base pair repeat polymorphism 

in IL-lra was examined by PGR and electrophoresis and the TlllOO-G 

polymorphism in the IL-lra. gene was examined by RFLP using 

MspAlI after PGR. All polymorphisms were related to bone 

mass, biochemical markers of bone turnover, and presence of fracture 

in a study including 38 9 osteoporotic patients with vertebral 

fractures and normal controls. Two normal women were heterozygous 

for a shift from cytosine to thymine (G3263-T) in exon 4 of the 

IL-lbeta gene. This substitution did not affect the amino acid 

sequence. We did not find other sequence variations in the IL-lbeta 

gene apart from the already known polymorphisms. The 

distribution of G(-511)-T, G (3877) -A, and G(3954)-T genotypes was 

similar in the osteoporotic and the normal controls. No significant 

differences could be shown in bone mass or bone turnover. In the 

IL-lra gene almost complete linkage was confirmed between the 

already known polymorphisms : G(1731)-A, G(182I)-A, 

A(1868)-G, G(1887)-G, T(8006)-C, C(8061)-T, 86 base pair variable 
number tandem repeat (VNTR) , A(9589)-T, and a new 
polymorphism: T(1934)-C. The A1A1/A3 genotypes of the IL-lra 
VNTR polymorphism were significantly more frequent in 
osteoporotic patients (56.2%) compared with age-matched normal , 
controls (43.3%) (chi2 = 4.09; p = 0.043). The relative risk of 
osteoporotic fractures was increased to 1.68 (95% GI, 1.01-2.77) in 
individuals with A1A1/A3 genotypes. Bone mineral density (BMD) of 
the lumbar spine was reduced in individuals with A1A1/A3 genotypes 
(p = 0.014, analysis of variance [ANOVA] ) . The difference in bone 
mass between A1A1/A3 and A2A1/A2 tended to increase with increasing 
age. TllOO-C genotypes were distributed similarly in osteoporotic 
patients and normal controls and the polymoirphism was 
without effect on bone mass and biochemical markers of bone 
turnover. In conclusion, an 8 6-base pair repeat polymorphism 
in the IL-lra gene is associated with increased risk of osteoporotic 
fractures. Other polymorphisms in the IL-lra and the — -...^ 
IL-lbeta genes are not associated with osteoporotic fractures or ) 
alterations in bone mass or bone turnover. / 

L14 ANSWER 8 OF 14 SGISEARGH GOPYRIGHT 2002 ISI (R) 
ACCESSION NUMBER: 2000:886548 SGISEARGH 
THE GENUINE ARTICLE: 34 6YJ 

TITLE: IL-1 receptor antagonist gene 

polymorphism associated with age of 
menopause . 

AUTHOR: vanDijk S (Reprint); Stone K L; Hannon R A; Lui L L; 

Sorrell J A; Eastell R; Cummings S R; Duff G W 

CORPORATE SOURCE: INTERLEUKIN GENET INC, SAN ANTONIO, TX; UNIV CALIF 
SAN FRANCISCO, SAN FRANCISCO, GA 94143; UNIV 
SHEFFIELD, SHEFFIELD, S YORKSHIRE, ENGLA ND 

COUNTRY OF AUTHOR: USA; ENGLAND ^ 

SOURCE: JOURNAL OF BONE AND MINERAL RESEARCH, U SEP 2000) ) 

Vol. 15, Supp. [1], pp. M341-M341. 

Publisher: AMER SOC BONE & MINERAL RES, 2025 M ST, N 
W, STE 800, WASHINGTON, DC 20036-3309. 
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FILE SEGMENT: 
LANGUAGE : 
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ISSN: 0884-0431. 
Conference; Journal 
LIFE 
English 
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CONTRACT NUMBER 
SOURCE: 

PUB. COUNTRY: 

LANGUAGE : 
FILE SEGMENT: 
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ENTRY DATE: 



MEDLINE DUPLICATE 1 

2001107468 MEDLINE 
21040326 PubMed ID: 11196702 

Linkage of human tumor necrosis factor-alpha to human 
osteoporosis by sib pair analysis. 

Ota N; Hunt S C; Nakajima T; Suzuki T; Hosoi T; Orimo 
H; Shirai Y; Emi M 

Department of Molecular Biology, Institute of 
Gerontology, Nippon Medical School, 1-396 Kosugi-cho, 
Nakahara-ku, Kawasaki 211-8533, Japan. 
1-P41-RR03655 (NCRR) 

GENES AND IMMUNITY, (2000) 1 (4) 260-4. 
Journal code: 100953417. ISSN: 1466-4879. 
England: United Kingdom 
Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200102 

Entered STN: 20010322 
Last Updated on STN: 20010322 
Entered Medline: 20010208 
Osteoporosis as well as osteopenia are common human conditions 
considered to result from the interplay of multiple genetic and 
environmental factors. Twin and family studies have yielded strong 
correlation between measures of bone mass and a number of genetic 
factors. Certain genes (e.g., cytokines such as interleukin 
-1, interleukln-6, or tumor necrosis factor-alpha) are 
capable of regulating metabolism, formation, and resorption of bone; 
all processes that determine bone mass. We tested 192 sib-pairs of 
adult Japanese women from 13 6 families for genetic linkage between 
osteoporosis and osteopenia phenotypes and allelic 
variants at the tumor necrosis factor-alpha (TNFA) locus, 
using a dinucleotide-repeat polymorphism located near the 
gene. The TNFA locus showed evidence for linkage to osteoporosis, 
with mean allele sharing of 0.478 (P = 0.30) in discordant pairs and 
0.637 (P = 0.001) in concordant affected pairs. Linkage with 
osteopenia was also significant in concordant affected pairs (P = 
0.017). Analyses limited to the post-menopausal women in 
our cohort showed similar or even stronger linkage for both 
phenotypes. The results provide evidence that genetic variations 
within the TNFA locus or adjacent genes affect regulation of mineral 
metabolism in bone and some of them confer risk for osteoporosis in 
adult women. 
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AB Genetic factors play an important role in determining bone mineral 
density (BMD) in later life, with the genetic influence mediated 
through effects on both peak mass and on age- and menopause 
-related bone loss. At menopause there is an increase in 
the production and activity of various cytokines and growth factors 
within the bone microenvironment . The activity of 
interleukin-1 (IL-1) , a 

powerful stimulant of osteoclastic bone resorption, is increased in 
estrogen-deficient states with increased production of IL- 
1 and inhibition of the IL-1 receptor 

antagonist (IL-lra) . Treatment with IL-lra blocks the bone loss 
associated with ovariectomy in animals and the IL- 
1 receptor antagonist gene (IL-IRN) is 

therefore a potential candidate gene for the regulation of 

postmenopausal bone loss. We examined the relationship between 

annual rates of change in BMD over 5 years and an 86 bp variable 

number tandem-repeat polymorphism of the IL- 

IRN gene in 108 early postmenopausal women. All women were 

within 5 years of a natural menopause at the study's 

onset, healthy, and not on hormone replacement therapy or other 

medication known to affect bone metabolism. BMD was measured 

annually over the 5 year study period at the lumbar spine and 

femoral neck using dual-energy X-ray absorptiometry. Three alleles 

were identified (Al = 4 repeats, A2 = 2 repeats, A3 = 5 repeats), 

with five genotypes observed: AlAl (41.7%), A1A2 (45.4%), A2A2 

(6.5%), A1A3 (2.8%), and A2A3 (3.7%). For analysis, alleles were 

collapsed into a biallelic system grouping the Al and A3 alleles. 

There was no significant relationship between the IL- 

IRN genotypes and baseline bone mass at either the spine or 

hip. IL-lRN genotype was significantly 

associated with annual rates of change in spinal bone mass (p < 
0.05), and this finding remained significant after adjustment for 
age, weight, and baseline BMD. Carriage of at least one copy of the 
A2 allele was associated with reduced bone loss at the spine (mean 
change in BMD +/- SD: -0.81 +/- 1.4 6%/year) when compared with 
noncarriage of the A2 allele (mean change -1.38 +/- 1.48%/year), p = 
0.05. We therefore conclude that allelic variation 
at the IL-lRN locus is associated with 

differential rates of early postmenopausal bone loss at the spine. 
Further research will be required to clarify the mechanisms 
underlying these findings and to determine whether this association 
translates into a significant long-term effect on BMD and fracture 
in later life. 
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of bone mineral density (BMD) in women is initiated 
at the onset of menopause and estrogen withdrawal causes 
rapid bone loss in early postmenopausal years, leading to an 
increase in a risk of osteoporotic fracture. Several cytokines are 
considered to be involved in the decrease of BMD due to estrogen 
deficiency. Recently, it has been reported that estrogen is 
important for bone maturation and mineralization in men as well as 
in women. In this study, we investigated the involvement of estrogen 
deficiency in bone metabolism of postmenopausal women as compared 
with premenopausal women and assessed the factors relating 
to postmenopausal bone loss. In experimental study, at 4 weeks after 
ovariectomy (OVX) , in OVX mice, femoral BMD decreased whereas the 
number of bone marrow cells was greatly increased. To explore the 
endogenous bone-resorbing factors involved in estrogen deficiency, 
we examined the bone-resorbing activity in the supernatant fraction 
of mouse bone marrow collected from ovariectomized mice. Only anti- 
interleukin (IL)-l. alpha, antibody completely 
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neutralized the bone-resorbing activity in bone marrow supernatants 
from OVX mice. The concurrent addition of IL-1, 

IL-6, sIL-6 receptor (R) and prostaglandin (PG)E2 co-operatively 
induced bone resorption. The effect of L~2. alpha, on collagenase and 
gelatinase activities and matrix metalloproteinase (MMP) -2 and 
MMP-13 mRNA expression was analyzed using IL-l 
.alpha, supplemented medium of organ culture of newborn mouse 
calvaria and osteoblasts from newborn mouse calvaria, respectively. 
IIj- 1. alpha, increased collagenase and gelatinase 

activities as compared with those of control medium and stimulated 
MMP-2 and MMP-13 mRNA expression. Human osteoblast-like cells, HOS 
TE 85 cells, showed aromatase activity, which was determined using 
3H-androstenedione as a substrate and addition of retinoic acid, 
TPA, bone morphogenic protein (BMP) -2 and dexamethasone increased 
their aromatase activity. As determined by RT-PCR method, retinoic 
acid and TPA increased aromatase mRNA expression of HOS TE 85 cells. 
At 3 weeks after orchidectomy (ORX) , in ORX mice, the weight of 
seminal vesicles and femoral BMD decreased whereas the number of 
bone marrow cells was greatly increased. The change of hemopoiesis 
and bone metabolism induced by ORX were completely restored by the 
treatment with 1 .mu.g of E2 but not with 10 .mu.g of DHT. In 
clinical study, several risk factors relating to low bone mass were 
assessed. Lumbar spine BMD significantly correlated with years since 
menopause (YSM) (r = - 0. 366), body weight (r = 0.350), age 
{r = -0.340), body mass index (BMI) (r =0.242), and height (r = 
0.212) in the postmenopausal women. In order to investigate an 
association between vitamin D receptor (VDR) gene 
polymorphism and BMD or bone loss, we examined VDR Bsml RFLP 
with amplification refractory mutation system (ARMS) and 
could not find any significant differences in lumbar spine baseline 
BMD between the bb genotype and the Bb genotype. In both early and 
late postmenopausal periods vertebral BMD with the Bb genotype 
decreased faster than that with the bb genotype (p = 0.001) . When we 
divided the subjects whose ages were from 45 to 55 years into two 
subgroups (pre- and postmenopausal) to assess the effects of 
menopause on biochemical markers of bone resorption, we 
found a significant 110% increase in crossdinked N- telopeptides of 
type I collagen (NTx) and a 48% increase in lysylpyridinoline (LP) 
in post-menopausal women compared with age-matched 
premenopausal women. The ROC analysis showed that the cutoff 
BMD values for discrimination of women with vertebral fracture 
varied according to the sites and methods of measurement ranging 
59.0% of young adult mean value (YAM) of radial trabecular BMD by 
pQCT to 83.8% of young adult mean value (YAM) of femoral neck BMD by 
DXA. 
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AB The increased incidence of autoimmune disease in 

premenopausal women suggests the involvement of sex steroids 
in the pathogenesis of these disease processes. The effects of 
estrogen on autoimmunity and inflammation may involve changes in the 
secretion of inflammatory mediators by mononuclear phagocytes . 
Estradiol, for example, has been reported to regulate TNF, IL-6, 
IL-1 and JE expression. In the present study the 

effects of the estrogen agonist, estriol, on cytokine expression 
have been investigated in mice administered a sublethal 
lipopolysaccharide, LPS, challenge. Pretreatment of mice with 
pharmacologic doses of estriol, 0.4-2 mg/kg, resulted in a 
significant increase in serum TNF levels in both control and 
autoimmune MRL/lpr mice, following LPS challenge. This increase in 
TNF over the placebo group was blocked by the estrogen antagonist 
tamoxifen. Estriol treated mice also exhibited a rapid elevation in 
serum IL-6 levels following LPS challenge with the peak increase 
occurring 1 hr post LPS. This contrasted with the placebo group in 
which maximal serum IL-6 levels were detected at 3 hrs post 
challenge. This shift in the kinetics of IL-6 increase by estriol 
was inhibited by tamoxifen. The estriol mediated effects of TNF and 
IL-6 serum levels were consistent with the changes in TNF and lL-6 
mRNA observed ex vivo in elicited peritoneal macrophages . Macrophage 
cultures from estriol treated animals however, did not demonstrate 
significant differences from the placebo group for TNF or NO 
secretion following in vitro LPS challenge. These results suggest 
that the estrogen agonist estriol can have significant quantitative, 
TNF, and kinetic, IL-6, effects on inflammatory monokines produced 
in response to an endotoxin challenge. 
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TI Interleukin-lbeta-induced prostaglandin E2 production in human 

myometrial cells: role of a pertussis toxin-sensitive component. 
AU ■ Hertelendy F; Rastogi P; Molnar M; Romero R 

SO AMERICAN JOURNAL OF REPRODUCTIVE IMMUNOLOGY, (2001 Mar) 45 (3) 
142-7 . 

Journal code: 8912860. ISSN: 1046-7408. 
AB PROBLEM: The objective of this study was to evaluate the possible 
role of pertussis toxin (PTX) -sensitive G-protein(s) in 
interleukin-lbeta (IL-1) signaling in human myometrial cells (HMC) . 
METHOD: Primary cultures of HMC were stimulated with human 
recombinant IL-1 alone or in combination with PTX. Prostaglandin 
(PG) E2 in the medium was measured by radioimmunoassay, 
cyclooxygenase type 2 (Cox-2) and IkappaB by western analysis, and 
the activities of two members of the raitogen-activated protein 
kinase (MAPK) family of enzymes, ERK-2 and JNK, by the 
phosphorylation of appropriate substrates. RESULTS: IL-1 increased 
PGE2 output during an 18-hr long incubation by 21.7-fold (n = 5 
experiments) . This increase was inhibited by 57% after pretreatment 
overnight with PTX. IL-l-induced expression of Cox-2 protein was 
also suppressed to a similar degree in PTX-treated HMC cultures. 
Degradation of the nuclear factor kappa B (NF-kappaB) -inhibiting 
protein (IkappaB), a critical step in IL-1 signaling to the nucleus, 
was significantly inhibited by PTX, as was IL-l-induced activation 
of ERK-2 and JNK. CONCLUSIONS: It is suggested that the occupied 
IL-1 receptor-generated signal in HMC is transmitted by multiple 
pathways. One is coupled to a PTX-sensitive G-protein upstream from 
the MAPK phosphorylation cascade. This, in turn, may interact with 
another signaling pathway, the activation of NF-kappaB, via the 
phosphorylation of the IkappaB kinase complex. 

L18 ANSWER 2 OF 16 MEDLINE 
AN 2000212592 MEDLINE 

TI Osteoporotic fractures are associated with an 8 6-base pair repeat 

polymorphism in the interleukin-1 — receptor antagonist gene but not 
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AB Interleukin-lbeta (IL-lbeta) is a potent stimulator of bone 

resorption, and has been implicated in the pathogenesis of high bone 
turnover and osteoporosis. IL-1 receptor antagonist (IL-lra) is a 
competitive inhibitor of IL-lbeta effects and the biological effects 
of IL-lbeta are therefore proportional to the^ ratio IL-lbeta/IL-lra. 
The coding regions of IL-lbeta were examined for sequence variations 
by SSCP and sequencing after polymerase chain reaction (PCR) of 
genomic DNA. Three previously described polymorphisms (C(-511)-T, 
G (3877) -A and C(3954)-T) in the IL-lbeta gene were determined by 
restriction fragment length polymorphism (RFLP) using Ava I, Aci I, 
and Taq I after PCR. The 8 6-base pair repeat polymorphism in IL-lra 
was examined by PCR and electrophoresis and the TlllOO-C 
polymorphism in the IL-lra gene was examined by RFLP using MspAlI 
after PCR. All polymorphisms were related to bone mass, biochemical 
markers of bone turnover, and presence of fracture in a study 
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including 389 osteoporotic patients with vertebral fractures and 
normal controls. Two normal women were heterozygous for a shift from 
cytosine to thymine (C3263-T) in exon 4 of the IL-lbeta gene. This 
substitution did not affect the amino acid sequence. We did not find 
other sequence variations in the IL-lbeta gene apart from the 
already known polymorphisms. The distribution of C{-511)-T, 
G (3877) -A, and C{3954)-T genotypes was similar in the osteoporotic 
and the normal controls. No significant differences could be shown 
in bone mass or bone turnover. In the IL-lra gene almost complete 
linkage was confirmed between the already known polymorphisms: 
G(1731)-A, G(1821)-A, A{1868)-G, G ( 1887 ) -C, T (8006) -C, C(8061)-T, 86 
base pair variable number tandem repeat (VNTR) , A(9589)-T, and a new 
polymorphism: T(1934)-C. The A1A1/A3 genotypes of the IL-lra VNTR 
polymorphism were significantly more frequent in osteoporotic 
patients (56.2%) compared with age-matched normal controls (43.3%) 
(chi2 = 4.09; p = 0.043). The relative risk of osteoporotic 
fractures was increased to 1.68 (95% CI, 1.01-2.77) in individuals 
with A1A1/A3 genotypes. Bone mineral density (BMD) of the lumbar 
spine was reduced in individuals with A1A1/A3 genotypes (p = 0.014, 
analysis of variance [ANOVA] ) . The difference in bone mass between 
A1A1/A3 and A2A1/A2 tended to increase with increasing age. TllOO-C 
genotypes were distributed similarly in osteoporotic patients and 
normal controls and the polymorphism was without effect on bone mass 
and biochemical markers of bone turnover. In conclusion, an 86-base 
pair repeat polymorphism in the IL-lra gene is associated with 
increased risk of osteoporotic fractures. Other polymorphisms in the 
IL-lra and the IL-lbeta genes are not associated with osteoporotic 
fractures or alterations in bone mass or bone turnover. 
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TI Cytokine RNA levels in transiliac bone biopsies from healthy early 
postmenopausal women. 

AU Abrahamsen B; Shalhoub V; Larson E K; Eriksen E F; Beck-Nielsen H; 
Marks S C Jr 

SO BONE, (2000 Feb) 26 (2) 137-45. 

Journal code: 8504048. ISSN: 8756-3282. 

AB The cytokines interleukin-lbeta (IL-lbeta), tumor necrosis 

factor-alpha (TNF-alpha) , and IL-6 induce osteoclast formation and 
may contribute to the development of postmenopausal osteoporosis. 
■Cross-sectional studies have suggested that both IL-1 and IL-lra 
secretion increase on estrogen withdrawal, and that postmenopausal 
osteoporosis is associated with an inadequate increase in monocyte 
IL-lra secretion with age. We measured cytokine mRNA (IL-lbeta, 
IL-lra, IL-6, and TNF-alpha) directly in bone biopsies from early 
postmenopausal women to determine if a lower compensatory increase 
in IL-lra mRNA could be demonstrated in women with rapid bone loss 
after the menopause. Biopsies were obtained from 23 early 
postmenopausal women (mean age 53.9 years) who participated in a 
randomized study of hormone replacement therapy (HRT) and risk 
factors for osteoporosis. Bone mineral density was assessed by duel 
energy X-ray absorptiometry at 0, 1, 2, and 5 years. Women in the 
control group were recruited to the biopsy study based on their 
observed rate of bone loss (upper or lower tertile) , Consent was 
also obtained from 11 participants receiving HRT. Biopsies were 
taken at 2 years, frozen in nitrogen, and homogenized. Cytokine mRNA 
was measured by competitive reverse transcriptase polymerase chain 
reaction. The IL-lra/IL-lbeta mRNA slope for the slow-loss group was 
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steeper (deltaF = 23.3, p < 0.01) than that observed In the 
fast-loss group, indicating that slower bone loss was associated 
with higher IL-lra mRNA levels relative to IL-lbeta. During HRT, the 
IL-lbeta mRNA level was inversely correlated with serum estradiol 
(log r2 = 0.77, p < 0.01), and women with a serum estradiol below 
200 pmol/L during HRT had IL-lbeta, mRNA levels identical to the 
control group. In contrast, IL-lra mRNA was independent of serum 
estradiol. Histomorphometric analysis revealed weak correlations 
between IL-lbeta mRNA and activation frequency (r2 = 0.26, p = 0.06) 
and between IL-lra and volume referent bone resorption rate (r2 = 
0.19, p = 0.11). TNF-alpha was not associated with the bone loss 
rates or with serum estradiol, and only three samples were positive 
for IL-6 mRNA. The findings support the hypothesis that IL-lbeta 
production within bone increases with declining estrogen levels, and 
that an increase in Il-lra protects against accelerated bone loss. 
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TI Bladder infection in the menopausal monkey. 
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SO JOURNAL OF UROLOGY, (1999 Jul) 162 (1) 254-7. 
Journal code: 0376374. ISSN: 0022-5347. 

AB PURPOSE: The highest incidence of urinary tract infection in females 
occurs in elderly women. This study was done to determine whether 
this is due to the declining immune response that occurs during 
advancing age, or the menopausal state in the aged. MATERIALS AND 
METHODS: Adult female monkeys (average age 19 years) were studied, 
half being subjected to bilateral oophorectomy to produce the 
menopause. In addition, old females (average age 2 9 years) already 
at menopause were studied before and after hormonal replacement with 
estradiol and progesterone. Bacterial adherence to vaginal cells was 
studied prior to and after urethral infection with E. coli. Plasma 
estradiol and progesterone levels were done, as well as white blood 
counts, plasma cytokine assays and serum antibody titers. RESULTS: 
Bacteriuria was not prolonged, nor was there a significant 
difference in bacterial adherence to vaginal cells due to menopause. 
Interleukin-1 levels were depressed after surgical menopause but not 
as much as found in the old menopausal females and this low level 
was not corrected by hormonal replacement. The initial interleukin-2 
levels were higher after spontaneous menopause, but the increasing 
plasma levels seen in cycling animals after infection did not occur 
in the aged menopausal females following infection even after 
hormone replacement. The antibody titers to the E. coli infection 
showed a trend to a lessened response to infection after menopause 
but were not significantly decreased. CONCLUSIONS: The deficient 
Il-l, 11-2 and antibody response following infection was not 
corrected by hormone replacement and thus appears to be due to aging 
rather than lack of female hormones. These facts may be explained by 
the T cell senescence known to occur in aged individuals. 
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Tl Cytokine production and bone mineral density at the lumbar spine and 

femoral neck in premenopausal women. 
AU Salamone L M; Whiteside T; Friberg D; Epstein R S; Kuller L H; 

Cauley J A 

SO CALCIFIED TISSUE INTERNATIONAL, (1998 Dec) 63 (6) 466-70. 
Journal code: 7905481. ISSN: 0171-967X. 

AB Cytokines such as interleukin-l (IL-lbeta), interleukin-6 (IL-6) and 
tumor necrosis factor (TNF-alpha) can influence both bone resorption 
and bone formation. The objective of this cross-sectional study was 
to examine the relationship between cytokine production by 
peripheral blood mononuclear cells (PBMC) and bone mineral density 
(HMD) ; the annual rate of change in HMD was examined. Subjects 
participating in a randomized clinical trial entitled the Women's 
Healthy Lifestyle Project in Allegheny County, Pennsylvania were 
used. They included 50 healthy premenopausal women, aged 45-52 
years, who had regular menses within the past 3 months and were not 
on replacement estrogens. Dual-energy X-ray absorptiometry 
measurements at the AP lumbar spine and femoral neck were made at 
baseline and at the first annual exam using a Hologic QDR 2000 
densitometer. Cytokine production of IL-lbeta, IL-6, and TNF-alpha 
by PBMC was measured at the annual exam. The median values for 
stimulated cytokine production by PBMC were 3.92 ng/ml, 31.3 ng/ml, 
and 1.05 ng/ml, for IL-lbeta, IL-6, and TNF-alpha, respectively. 
There were modest correlations between cytokine production and 
cross-sectional BMD, ranging from r = -0.30 to r = -0.13. Trends of 
greater spinal bone loss were observed in women with "high" (>/=7 5th 
percentile) cytokine production of stimulated IL-lbeta and IL-6 
(IL-lbeta: "high" = -1.56% +/- 0.70 versus "low" (<75th percentile) 
= -0.56% +/- 0.35, P = 0.21). In contrast,- greater annual gains in 
femoral neck BMD were observed in those with high cytokine 
production of IL-lbeta and IL-6 (IL-lbeta: high = 3.39% +/- 1.16 
versus low = -0. 85 +/- 0.58, P = 0.002). There was no association 
between stimulated TNF production and annual change in BMD. In this 
population of healthy premenopausal women, the relationship between 
cytokine production by PBMC and the rate of change in BMD was 
significantly different for the lumbar spine and femoral neck, 
possibly reflecting differences in the proportion of trabecular and 
cortical bone at these sites. 
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TI Stimulation of aromatase activity in breast fibroblasts by tumor 
necrosis factor alpha. 
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SO MOLECULAR AND CELLULAR ENDOCRINOLOGY, (1994 Dec) 106 (1-2) 17-21. 
Journal code: 7500844. ISSN: 0303-7207. 

AB The conversion of androstenedione to estrone, the reaction mediated 
by the aromatase enzyme complex, may make an important contribution 
to the synthesis of estrogens in breast tissues. In the present 
study, the effect of the cytokine. TNF alpha, on aromatase activity 
was examined in breast fibroblasts derived from normal and malignant 
breast tissue. TNF alpha (2.5-10.0 ng/ml), in the presence of 
stripped fetal calf serum and dexamethasone, significantly 
-stimulated fibroblast aromatase activity in a dose-dependent manner. 
IL-1 and IL-6 also stimulated fibroblast aromatase activity, but no 
marked synergism between TNF alpha and IL-1 or IL-6 was detected. 
Using a specific radioimmunoassay, significant concentrations of TNF 
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alpha were detected in samples of breast cyst fluid and breast tumor 
cytosol, which had previously been shown to stimulate aromatase 
activity, but not in conditioned medium from breast tumor-derived 
fibroblasts. As TNF alpha may be preferentially expressed and 
produced in the adipose tissue component, of the breast, this 
cytokine may have an important role in regulating estrogen synthesis 
in normal and malignant breast tissues. 

LI 8 ANSWER 8 OF 16 MEDLINE 
AN 95067031 MEDLINE 

TI Circulating levels of cytokines that modulate bone resorption: 
effects of age and menopause in women. 

AU McKane W R; Khosla S; Peterson J M; Egan K; Riggs B L 

SO JOURNAL OF BONE AND MINERAL RESEARCH, (1994 Aug) 9 (8) 1313-8. 
Journal code: 8610640. ISSN: 0884-0431. 

AB Interleukin 1 alpha (IL-1 alpha), interleukin 1 beta (IL-1 beta), 
and interleukin 6 (IL-6) are cytokines with potent bone-resorbing 
effects; some of these biologic effects are opposed by interleukin-1 
receptor antagonist (IL-lra) . In vitro and animal model studies 
suggest that these cytokines are paracrine mediators of the 
increased bone resorption associated with estrogen deficiency, and 
increases in their production also could contribute to age-related 
bone loss. Therefore, we measured serum concentrations of these 
cytokines in 80 normal women who were 24-87 years old. IL-6 
concentration correlated highly with age (p < 0.001) and increased 
three-fold during life. However, multiple-regression analysis showed 
no significant correlation between serum IL-6 levels and menopausal 
status, serum estradiol concentration, or markers for bone turnover 
(serum bone alkaline phosphatase, osteocalcin, carboxyl-terminal 
telopeptide of type I collagen, or 24 h urinary free pyridinoline 
excretion) . Serum IL-1 alpha, IL-1 beta, or IL-lra level did not 
change with age and, by multiple-regression analysis, did not 
correlate with markers of bone turnover, except IL-lra weakly with 
ICTP. We found no relationship between bone-resorbing cytokines and 
ovarian function. Although the large age-related increase in serum 
IL-5 concentration could contribute to age-related bone loss, the 
lack of correlation with markers for bone turnover argues against 
this. However, based on the strong evidence in experimental animals 
that these cytokines are involved in estrogen action on bone, 
further studies in humans are warranted. 

LIB ANSWER 9 OF 16 MEDLINE 
AN 94358009 MEDLINE 

TI Monocytic secretion of interleukin-1 receptor antagonist in normal 

and osteoporotic women: effects of menopause and 

estrogen/progesterone therapy. 
AU Pacifici R; Vannice J L; Rifas L; Kimble R B 

SO JOURNAL OF CLINICAL ENDOCRINOLOGY AND METABOLISM, (1993 Nov) 77 (5) 
1135-41. 

Journal code: 0375362. ISSN: 0021-972X. 
AB Interleukin-1 (IL-1), a potent stimulant of bone resorption, has 

been implicated in the pathogenesis of postmenopausal osteoporosis, 
because monocyte IL-1 bioactivity increases after the menopause and 
is decreased by estrogen and progesterone (EP) replacement. As IL-1 
bioactivity reflect the production of both IL-1 and the IL-1 
inhibitor, IL-1 receptor antagonist (IL-lra), EP treatment could 
decrease IL-1 bioactivity by regulating the secretion of either IL-1 
or, IL-lra. We now report that EP treatment in vivo decreased the 
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secretion into the medium of cultured monocytes of IL-lra and IL-1 
beta as well as the IL-1 beta/IL-lra ratio. We also found that in 
normal women the production of IL-lra was within premenopausal 
levels in the first 7 yr after the menopause and increased linearly 
thereafter. In these women, monocyte IL-1 beta, IL-1 beta/IL-lra 
ratio, and IL-1 bioactivity were all increased in the first 7 yr 
after the menopause and within the premenopausal range thereafter. 
In osteoporotic women, IL-1 beta, IL-1 beta/IL-lra ratio, and IL-1 
bioactivity increased after the menopause and returned to 
premenopausal levels after 15 yr from the menopause. In these women 
monocyte IL-lra secretion was above the premenopausal range at all 
times after the menopause, but did not change with the passage of 
time since menopause. We conclude that hormone replacement decreases 
the in vitro secretion of both IL-lra and IL-1 beta. The data also 
suggest that in normal women a progressive increase in the secretion 
of IL-lra contributes to restore a normal IL-1/IL-lra ratio after 
the menopause, a phenomenon which, in turn, may play a role in 
limiting postmenopausal bone loss. 

L18 ANSWER 10 OF 16 MEDLINE 
AN 94172090 MEDLINE 

TI Gingival fluid IL-1 beta and IL-6 levels in menopause. 

AU Reinhardt R A; Masada M P; Payne J B; Allison A C; DuBois L M 

SO JOURNAL OF CLINICAL PERIODONTOLOGY, (1994 Jan) 21 (1) 22-5. 
Journal code: 0425123. ISSN: 0303-6979. 

AB Menopause and oophorectomy without estrogen therapy (ED) have been 
associated with increased production of bone-active cytokines by 
peripheral blood mononuclear cells. The current study extended 
evaluation to gingival crevicular fluid (GCF) levels of interleukin 
(IL)-l beta and IL-6 in such subjects compared to premenopausal and 
postmenopausal estrogen-treated females (ES) . 13 ED and 13 ES 
Caucasians with a history of moderate-severe adult periodontitis 
provided GCF from 1-3 clinically identical sites each (5-6 mm 
probing depth, 5-7 mm clinical attachment loss, bleeding on 
probing) . 30 s GCF samples were obtained and evaluated for IL-1 beta 
and IL-6 levels using two-site enzyme-linked immunosorbent assays 
(ELISAs) . The frequency of GCF IL-1 beta-positive subjects was 
elevated in ED versus ES (92% versus 23%; p < 0.0004, chi 2 
analysis) . IL-6 was detected more frequently in ED subjects (23% 
versus 8%; not significant) ; however, the frequency of IL-6 
detection was low in both groups due to short sampling times. These 
data support the concept that clinical conditions causing low 
estrogen environments allow increased local production of the 
bone-active cytokine IL-1 beta, and perhaps IL-6. 

L18 ANSWER 11 OF 16 MEDLINE 
AN 94 08 67 60 MEDLINE 

TI Peripheral monocyte culture supernatants of menopausal women can 

induce bone resorption; involvement of cytokines. 
AU Cohen-Solal M E; Graulet A M; Denne M A; Gueris J; Baylink D; de 

Verne joul M C 

SO JOURNAL OF CLINICAL ENDOCRINOLOGY AND METABOLISM, (1993 Dec) 77 (6) 
1648-53. 

Journal code: 0375362. ISSN: 0021-972X. 
AB Increased bone resorption is a mechanism contributing to bone loss 

in the postmenopausal period. Cytokines are involved in osteoclastic 
differentiation and, therefore, may play a role in the regulation of 
bone resorption. Several previous works showed the implication of 
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interleukin-1 (IL-1), IL-6, and tumor necrosis factor-alpha {TNF 
alpha) in the modulation of bone remodeling. This study determines 
the concomitant production of the three cytokines and tests the 
bone-resorbing activity of peripheral monocyte supernatants . Four 
groups of women were studied: premenopausal women (n = 13; mean age, 
47 +/- 0.9 yr) , untreated postmenopausal women {n = 21; mean age, 52 
+/- 0.6 yr) , postmenopausal women treated with estrogens (n = 14; 
mean age, 54.2 +/- 1.1 yr) , or postmenopausal women treated with 
ethanehydroxydiphosphonate (n = 12; mean age, 53.2 +/- 2 yr) . 
Assignment to clinical groups was verified by plasma FSH and 
estradiol determinations. Lumbar spine bone mineral density was 
significantly higher in the premenopausal women group than in the 
three postmenopausal groups . Peripheral blood monocytes were 
cultured for 48 h with 20% autologous plasma, and after stimulation 
with lipopolysaccharides . IL-1, IL-6, and TNF alpha levels were 
measured by RIA in the monocyte surpernatants . The three cytokines 
were highly correlated to each other, IL-1 with IL-6 (r = 0.76; P < 
0.001), IL-1 with TNF alpha (r = 0.89; P < 0.001), and IL-6 with TNF 
alpha (r = 0.89; P < 0.001) . The mean levels of the three cytokines 
could not be compared because of the variations in the values. 
However, a trend toward lower levels in the three cytokines was 
noted in estrogen-treated women compared to the untreated 
postmenopausals. The bone-resorbing activity of monocyte 
supernatants, assessed by fetal long bone-resorbing assay, increased 
in untreated postmenopausal compared to that in premenopausal women 
(1.22 +/- 0.08 vs. 0.87 +/- 0.11; P < 0.05). In estrogen-treated 
patients, this activity decreased to premenopausal levels (0.89 +/- 
0.04 vs. 0.87 +/- 0.11; P = NS) . The resorbing activity was 
correlated to IL-1 (r = 0.28; P = 0.03), IL-6 (r = 0.52; P < 0.01), 
and TNF alpha (r = 0.48; P < 0.01). The addition of cytokine 
inhibitors and IL-1 receptor antagonist and TNF alpha antibodies to 
the supernatant bone culture medium induced a significant decrease 
in the calcium release. Those data show the involvement of several 
cytokines in the bone resorption process after estrogen deficiency. 

L18 ANSWER 12 OF 16 MEDLINE 
AN. 94 07 6121 MEDLINE 

TI Gingival crevicular fluid IL-8 : correlation with local IL-1 beta 
levels and patient estrogen status. 

AU Payne J B; Reinhardt R A; Masada M P; DuBois L M; Allison A C 

SO JOURNAL OF PERIODONTAL RESEARCH, (1993 Nov) 28 (6 Pt 1) 451-3. 
Journal code: 0055107. ISSN: 0022-3484. 

AB Gingival crevicular fluid (GCF) IL-8 and IL-1 beta levels were 
determined by sandwich enzyme-linked immunosorbent assays. 
Associations between IL-8 and IL-1 beta GCF levels, and between 
these cytokines and patient estrogen status were evaluated. lL-8 and 
IL-1 beta were detected more frequently and in higher amounts /30 s 
GCF sample in estrogen-deficient patients than in 
estrogen-sufficient patients. IL-8 and IL-1 beta GCF levels were 
significantly correlated. These findings suggest that GCF IL-8 
levels are associated with patient estrogen status and local IL-1 
beta concentrations. 

LI 8 ANSWER 13 OF 16 MEDLINE 
AN 94056531 MEDLINE 

TI Interleukin-1 and tumor necrosis factor stimulate arachidonic acid 

release and phospholipid metabolism in human myometrial cells . 
AU Molnar M; Romero R; Hertelendy F 
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SO AMERICAN JOGRNAL OF OBSTETRICS AND GYNECOLOGY, (1993 Oct) 169 (4) 
825-9. 

Journal code: 0370476. ISSN: 0002-9378. 
AB OBJECTIVE: Our aim was to evaluate the effects of the cytokines 

interleukin-1 and tumor necrosis factor on arachidonic acid release 
in human myometrial cells. STUDY DESIGN: Primary monolayer cultures 
of human myometrial cells prelabeled with tritiated arachidonic acid 
were exposed to interleukin-1 or tumor necrosis factor for varying 
periods and the release of tritiated arachidonic acid and its loss 
from phospholipids were measured by radiochromatography. To gain 
some information on the biologic action of interleukin-1 the 
contractile response to oxytocin was measured in myometrial strips 
preincubated with this cytokine. Data were statistically evaluated 
with analysis of variance or Student's test. RESULTS: Both cytokines 
caused a dose-dependent increase in tritiated arachidonate release 
that was suppressed by the protein synthesis inhibitor 
cycloheximide . Tritiated arachidonic acid release was maximal after 
24 hours of stimulation with interleukin-1. Both interleukin-1 and 
tumor necrosis factor stimulated the release of the isotopically 
labeled fatty acid from phosphatidylcholine. In addition, 
interleukin-1 also increased the loss of arachidonic acid from 
phosphatidic acid and significantly potentiated the oxytocin-evoked 
myometrial contractility. CONCLUSIONS: Both interleukin-1 and tumor 
necrosis factor enhance arachidonic acid release, probably by 
inducing the synthesis of phospholipase A2 and possibly other 
enzymes involved in the metabolism of phospholipids. In turn, 
arachidonic acid itself may act as a second messenger, synergizing 
with other uterotonic agents, as well as serving as the precursor 
for prostaglandins and various other bioactive eicosanoids . 

L18 ANSWER 14 OF 16 MEDLINE 
AN 91031815 MEDLINE 

TI The role of interleukin-1 in postmenopausal bone loss. 

AU Pacific! R; Rifas L; McCracken R; Avioli L V 

SO EXPERIMENTAL GERONTOLOGY, (1990) 25 (3-4) 309-16. 
Journal code: 0047061. ISSN: 0531-5565. 

AB Interleukin-1 (IL-1) , a cytokine best known for its ability to 
stimulate lymphocyte proliferation, has recently been shown to 
stimulate bone resorption and modulate bone formation in vivo. 
Consequently, the authors have devised a series of studies to 
investigate the relationship between bone remodeling, menopause, and 
monocyte IL-l-secretion . In a first study, monocytes from 
osteoporotic patients were found to produce more IL-1 than monocytes 
from control subjects. IL-1 activity was also found to reflect 
histomorphometric indices of bone formation, but not of bone 
resorption. In a second study, devised to assess the effect of 
menopause on the relationship between IL-1 and bone turnover, a 
significant correlation was found between IL-1 and BGP in 
premenopausal osteoporotic women and osteoporotic men, but not in 
both postmenopausal osteoporotic subjects and normal subjects of 
either sex. In a third study, IL-1 from untreated postmenopausal 
women was found to be higher than in either untreated premenopausal 
or estrogen/progesterone-treated postmenopausal women. A significant 
negative correlation was found between IL-1 and years since 
menopause in both the healthy and osteoporotic postmenopausal women. 
Premenopausal IL-1 levels were achieved within eight years of 
menopause in the healthy but not in the osteoporotic subjects. In 
osteoporotic women, high IL-1 levels were evident as long as 15 



Searcher 



Shears 308-4994 



09/632657 



years after menopause. IL-1 also correlated inversely with mineral 
density as measured by quantitative computer tomography. In 
prospective study, treatment with estrogen/progesterone caused a 
significant increase in IL-1 activity. This data indicates that 
monocyte IL-1 production mirrors the rate of bone turnover in both 
the healthy and osteoporotic patient, and that alteration in IL-1 
production may underlie the postmenopausal acceleration of bone loss 
and its inhibition by ovarian steroids. 

L18 ANSWER 15 OF 16 MEDLINE 
AN 89184634 MEDLINE 

TI Ovarian steroid treatment blocks a postmenopausal increase in blood 

monocyte interleukin 1 release. 
AU Pacifici R; Rifas L; McCracken R; Vered I; McMurtry C; Avioli L V; 

Peck W A 

SO PROCEEDINGS OF THE NATIONAL ACADEMY OF SCIENCES OF THE UNITED STATES 
OF AMERICA, (1989 Apr) 86 (7) 2398-402. 
Journal code: 7505876. ISSN: 0027-8424. 

AB In previous studies, we showed that blood monocyte elaboration of 
interleukin 1 (IL-l) , a known stimulator of, bone resorption, was 
higher in osteoporotic patients with rapid bone turnover than in 
those with slow turnover and in nonosteoporotic subjects. Since an 
acceleration of bone loss following menopause contributes to the 
risk of osteoporosis in women, we have studied the effects of 
menopause and ovarian steroid treatment on IL-1 release by monocytes 
obtained from nonosteoporotic and osteoporotic women. IL-1 activity 
in the monocyte culture medium derived from untreated postmenopausal 
women (nonosteoporotic and osteoporotic) was higher than in the 
medium derived from either untreated premenopausal or 
estrogen/progesterone-treated postmenopausal women. A significant 
negative correlation was found between IL-1 and years since 
menopause in both the healthy (r = -0.75; P less than 0.005) and the 
osteoporotic (r = -0.61; P less than 0.01) untreated postmenopausal 
women. The difference between the two slopes was significant at P 
less than 0.05. Premenopausal IL-1 levels were achieved within 8 
years of menopause in the nonosteoporotic, but not in the 
osteoporotic, subjects in whom increases were evident as long as 15 
years after menopause. IL-1 also correlated inversely with vertebral 
mineral density (r = -0.37; P less than 0.05), as measured by 
quantitative computed tomography. In prospective studies, treatment 
with estrogen/progesterone for 1 month caused a substantial highly 
significant decrease in IL-1 activity in each of three 
nonosteoporotic and five osteoporotic women, confirming the apparent 
effect of hormone therapy observed in the cross-sectional analysis. 
Although a cause-effect relationship has not been established, it is 
our hypothesis, based on these data, that alterations in IL-1 
production may underlie the postmenopausal acceleration in bone loss 
and its inhibition by ovarian steroids. Persistent elevation of IL-1 
secretion appears to be. a feature of postmenopausal osteoporosis. 

L18 ANSWER 16 OF 16 MEDLINE 
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TI Effects of estrogen in vivo and in vitro on spontaneous 

interleukln-1 release by monocytes from postmenopausal women. 
AU Stock J L; Coderre J A; McDonald B; Rosenwasser L J 

SO JOURNAL OF CLINICAL ENDOCRINOLOGY AND METABOLISM, (1989 Feb) 68 (2) 
364-'8. 

Journal code: 0375362, ISSN: 0021-972X. 
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AB Estrogen (E) inhibits bone resorption, but the mechanism of this 

effect is unknown. Interleukin-1 (IL-1) stimulates bone resorption 
in vitro and may be produced in bone by mononuclear phagocytes. 
Recently, the spontaneous release of IL-1 from peripheral monocytes 
was found to reflect bone formation in a subset of patients with 
idiopathic osteoporosis. We suspected that the action of E on bone 
is mediated indirectly by its effect on monocyte IL-1 activity. 
Eleven normal postmenopausal women taking no medications were given 
conjugated E (0.625 mg daily) for 3-9 weeks. Supernatants from 
cultured peripheral monocytes were analyzed for IL-1 production by 
stimulation of a cloned murine helper T-cell line. IL-1 release was 
expressed as a percentage of maximum release corrected for monocyte 
number. IL~1 release before E treatment was 11.0 +/- 0.2% (+/- SE) , 
it was 7.8 +/- 1.6% after E treatment {P = NS) . IL-1 release fell in 
each of the three women with the highest initial values (46% to 5%, 
25% to 17%, and 18% to 12%) . IL-1 release did not correlate with 
serum osteocalcin or fasting urinary calcium either before or after 
E treatment. Addition of 10 (-7) -10 (-10) mol/L 17 beta-estradiol to 
cultured monocytes obtained before E treatment caused an increase in 
IL-1 release that did not follow a dose-response relationship. 
Treatment of postmenopausal women with E did not affect spontaneous 
IL-1 release by peripheral monocytes in vitro. The addition of E in 
vitro did not produce consistent changes in IL-1 release by these 
cells. This does not exclude the possibility that E may affect 
monocyte IL-1 release in subsets of women with high spontaneous 
monocyte IL-1 release with or without osteoporosis. 
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England 

PHYSIOLOGICAL REVIEWS, (JAN 2001) Vol. 81, No. 1, 
pp. 419-447. 

Publisher: AMER PHYSIOLOGICAL SOC, 9650 ROCKVILLE 
PIKE, BETHESDA, MD 20814 USA. 
ISSN: 0031-9333. 
General Review; Journal 
English 
417 

*ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 
Sex steroids are essential for skeletal development and the 
maintenance of bone health throughout adult life, and estrogen 
deficiency at menopause is a major pathogenetic factor in 
the development of osteoporosis in postmenopausal women. The 
mechanisms by which the skeletal effects of sex steroids are 
mediated remain incompletely understood, but in recent years there 
have been considerable advances in our knowledge of how estrogens 
and, to a lesser extent androgens, influence bone modeling and 
remodeling in health and disease. New insights into estrogen 
receptor structure and function, recent discoveries about the 
development and activity of osteoclasts, and lessons learned from 
human and animal genetic mutations have all contributed to 
increased understanding of the skeletal effects of estrogen, both in 
males and females. Studies of untreated and treated osteoporosis in 
postmenopausal women have also contributed to this knowledge and 
have provided unequivocal evidence for the potential of high-dose 
estrogen therapy to have anabolic skeletal effects. The development 
of selective estrogen receptor modulators has provided a new 
approach to the prevention of osteoporosis and other major diseases 
of menopause and has implications for the therapeutic use 
of other steroid hormones, including androgens. Further elucidation 
of the mechanisms by which sex steroids affect bone thus has the 
potential to improve the clinical management not only of 
osteoporosis, both in men and women, but also of a number of other 
diseases related to sex hormone status. 
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*ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 

AB Renal transplant patients immunosuppressed with cyclosporine A 

(CsA) exhibit both a significant bone loss and an increased rate of 
bone fractures. An association between common allelic 
variants of the the vitamin D receptor (VDR) gene and bone 
mineral density and turnover has been reported in adults. However, 
the genetic influence on the rate of bone loss after renal 
transplantation has not been explored. We prospectively determined 
the changes in spinal mineral density in 34 consecutive nondiabetic 
adults who received a cadaveric renal allograft. Serum biochemical 
markers of bone metabolism and the vertebral mineral density (VMD) 
assessed by quantitative computed tomography were determined at the 
time of transplantation and three and twelve months later. In 
fifteen patients the histomorphometric features of iliac 
bone were analyzed at baseline and twelve months after 
transplantation. VDR alleles were typed by a PCR assay based on a 
polymorphic BsmI restriction site. Patients with the 
so-called ''favorable'' bb genotype {N = 12) were compared with 
those with the Bb or BB genotype (N = 22) . Baseline VMD was similar 
in patients with or without the favorable bb genotype. Three months 
after transplantation the mean (+/- SD) VMD decreased 14 +/- 13.3 
percent in all patients (16.5 +/- 13.1% in patients homozygous for 
the b allele and 13.77 +/- 13.9% in those with Bb or BB genotypes). 
The rate of VMD loss at this time inversely correlated with 
pretransplant PTH levels (r = -0.40; P < 0.05). Between 3 and 12 
months after transplantation, patients with the favorable bb 
genotype recovered more VMD than those with Bb or BB types and 
showed a significantly higher Z score at the end of the follow-up 
(-0.37 +/- 1.16 vs. -1.10 +/- 1.20, respectively: P < 0.05). The 
beneficial effect of bb genotype was independent of the prevailing 
PTH levels and was also . observed in those patients with a baseline 
PTH level < 250 pg/ml (final Z score: bb, -0.42 +/- 1.3, N = 11; 
Bb/BB, -1.35 +/- 0.8, N = 11, P < 0.05). At the end of follow-up, 
the histomorphometric studies shelved a higher bone formation rate 
adjusted for PTH levels in patients with the Bb or BB genotype than 
in those with the favorable bb genotype (0.29 +/- 0.06 vs. 0.21 +/- 
0.08 mu m(3)/mu m(2)/day respectively; P < 0.05). In conclusion, 
high pretransplant PTH levels enhance the early trabecular hone loss 
after renal transplantation, and functionally different alleles of 
the vitamin D receptor gene may condition the bone turnover and the 
degree of recovery of the bone mass. 
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to developing osteoporosis. The invention relates that gene 

IL-IA encodes interleukin 1 

.alpha., gene IL-IB encodes interleukin 

l.beta., while gene IL-IRN encodes 

interleukin 1 receptor antagonist. The invention 
provides that the IL-IA, IL-IB 
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IL-IB (3954), allele 1 of IL-IB 

(-511), and allele 1 of IL-lRN (haplotype 1) are 
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during the early menopausal years. Still further, the 
invention relates that females contg. allele 1 of IL- 
IA, allele 1 of IL-IB (3954), allele 2 
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of IL-IB (-511) and allele 2 of IL- 

IRN (haplotype 2) are susceptible to larger bone loss and/or 
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invention also provides a method for screening test compds . to 
identify therapeutics for osteoporosis, wherein the therapeutics are 
modulators (antagonists or agonists) of IL-1 

activity. The invention further provides for the use of identified 
therapeutic in treatment and/or prevention of osteoporosis. 
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of therapeutic in a subject who has or is predisposed to developing 
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